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862. Results of Diphtheria Immunization of Children, 
with Special Reference to Infants under One Year Old. 
(La vaccination antidiphtérique réalisée dans différentes 
conditions chez l’enfant et en particulier chez le nourisson 
de moins d’un an. Ses résultats) 

G. RAMON, M. LELONG, R. RicHou, and A. Rossier. 
Revue d’Immunologie et de Thérapie Antimicrobienne 
[Rev. Immunol.] 14, 1-8, 1950. 17 refs. 


Apparently stimulated by the reports of Wahlquist 
[Lancet, 1949, 1, 16] and Randall [Proc. R. Soc. Med., 
1949, 42, 404] the authors publish the results of work 
carried out in Paris during the war and occupation years. 

The response of young infants to diphtheria immuniza- 
tion was studied in two groups of babies. The first 


group consisted of 12 babies aged 15 days to 2 months - 


who ,were given 3 injections, at 15-day intervals, of 
1, 2, and 2 ml. of diphtheria toxoid with a titre of 40 
antigen units per ml. The level of diphtheria antitoxin 
in serum was determined in each infant immediately 
before the first injection, 15 days after each of the 
3 injections, and again 45 days after the third injection. 
The second group of 12 infants was similarly constituted 
but was given a combined dose of diphtheria toxoid and 
T.A.B. vaccine, 0:25 to 0-5 ml. T.A.B. having been added 
to each dose of toxoid. Finally, the natural antitoxin 
titre in the serum of 24 infants aged 3 months to 1 year 
was determined as a control and for comparison. 

Sixteen of the 24 young infants under investigation had 
an antitoxin level above ='5 of a unit per ml. serum while 
19 of the control group had less than 3g of a unit. Ten 
infants of the first group had, 15 days after the third 
injection, an antitoxin level above 35 of a unit; 7 of these 
infants had a level considerably above 3\5 of a unit. 
However, 45 days after immunization some of the 
high titres had fallen off appreciably and in 4 infants 
were below 35 of a unit. 

All infants except 1 in the second group had, 15 days 
after the third injection, a titre of 34 of a unit or above 
per ml., 8 of these babies showing levels appreciably 
above 35 of a unit. In this group too there was a 
markedly lower level of antitoxin, only one infant, how- 
ever, having less than 35 of a unit per ml. of serum. 

The authors join issue with Walhquist and Randall on 
the view that in babies the presence of diphtheria anti- 
bodies, transmitted from the mother and establishing a 
state of passive immunity, may inhibit the immunizing 
effect of toxoid preparations by neutralizing the toxoid 
and thus not making it available for the required stimulus. 
The French authors argue that similar conditions obtain 
when a boosting dose is given or when toxoid-antitoxin 
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mixtures are used for immunization, both methods being 
well recognized as stimulating active immunity. 

[The relatively short duration of the high level of 
immunity reported in this paper could probably be 
extended considerably by the use of one of the precipitated 
forms of diphtheria toxoid preparations employed in 
Great Britain and the U.S.A. Under the influence of 
Ramon the French have been strangely reluctant to 
adopt this method, first introduced by Glenny in the late 
twenties. 

The authors seek new legislation to make immuniza- 
tion with combined diphtheria-tetanus toxoids and 
whooping-cough vaccine compulsory in France for 
babies 3 to 4 months of age. K. S. Zinnemann 


863. Self-clearing Sea Heads for Low Drainage 
Through Surf and Consequent Effects on the Incidence of 
Malaria. 

C. E. and H. P. S. Caribbean 
Medical Journal (Caribbean med. J.| 11, 137-153, 1949. 
12 figs., 3 refs. 


In the tropics, drainage of low-lying land into the sea 
may be obstructed by sand bars formed by the surf, sea 
water passing over the bar at high tide being unable to 
drain away and thus forming swamps. Moreover, 
during the dry season the outflow from even large rivers 
may be so reduced that sand bars form at their mouths, 
obstruct the flow, and again cause swamps. When 
ordinary pipe culverts are carried through the sand bars 
they tend to become blocked with sand and shingle and 
require much attention and labour to free them. The 
authors have developed a “ sea-head’’—a_ concrete 
structure at the end of the drain with outlets at the sides— 
which prevents blocking by setting up currents in the 
surf which keep the sand and shingle from settling in the 
drain. This has.proved efficient in several localities in 
Trinidad, and is described and illustrated in photographs 
and diagrams. 

The reduction in the incidence of malaria in Trinidad 
during the last 10 years, attributable partly to the effect of 
the sea-heads, is described in the latter part of the paper 
[largely reprinted from a previous paper by one of the 
authors (Caribbean med. J. 1945, 7, 212)] and refers 
particularly to the County of St. David in the north-east 
of the island, where the spleen rate of school-children in 
the coastal villages has fallen since 1941, and especially 
since 1943, to a very low figure. The authors claim that 
** phenomenal results have been obtained in the lowering 
of the malaria incidence in this county.” 

J. F. Corson 
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864. The Malaria Epidemic of 1943-1946 in the Province 
of North-Holland 

N. H. SWELLENGREBEL. Transactions of the Royal 
Society of Tropical Medicine and Hygiene [Trans. R. Soc. 
trop. Med. Hyg.) 43, 445-476, March, 1950. 3 figs., 
4 refs. 


865. Outbreak of Paratyphoid Fever on Merseyside 
A. B. SempLe. Medical Officer [Med. Offr] 83, 147-149, 
April 15, 1950. 5 refs. 


An outbreak of paratyphoid fever due to Salmonella 
paratyphi B (Vi-phage type 2) occurred in the late summer 
of 1949 on Merseyside. Clinically, the disease was 
mild, only one death occurring, in a child of 7 months, 
among the 107 cases. The distribution of cases around 
the branches of a multiple bakery and the reports of 
home visits suggested that the source of infection was a 
central one. Profiting by the experience obtained from 
a large outbreak in 1941, which originated in a bakery and 
was disseminated by synthetic cream in confectionery, 
it was decided to investigate the whole of the staff 
employed at the bakery. Of the 453 persons examined, 
10 had significant bacteriological findings. Salm. para- 
typhi B (Vi-phage type 2) was present in the faeces of 
3employees. One of these, an ovenman, was a symptom- 
less excretor who did not handle bread after it had gone 
into the oven. Another, in the rusk department, had 
returned to work after an attack of diarrhoea and sick- 
ness, and she did not handle rusks after heating. From 
the evidence it seemed most likely that the third person 
started the outbreak, the infection being transmitted in 
jam sandwich cakes. The other 7 persons with positive 
bacteriological findings were symptomless excretors of 
other salmonellae. 

Of the 107 cases, 77 occurred in the City of Liverpool. 
Among these cases there was practically equality in the 
sex distribution, 36 patients being males and 41 females; 
21 of the patients were under 5 years of age, 43 were 
aged 5 to 15, and 13 were aged 15 and over. The large 
number of children of school age affected was due to the 
provision of infected cake at a school party resulting 
in 30 cases. W. J. Martin 


866. An Epidemiologic Study of Infectious Mono- 
nucleosis in a New England College - 

A. S. Evans and E. D. Ropinton. New England Journal 
of Medicine [New Engl. J. Med.| 242, 492-496, March 30, 
1950. 2 figs., 21 refs. 


867. Chronic Lipid Pneumonia Following Occupational 
Exposure 

J. P. Prouprit, H. S. VAN ORDSTRAND, and C. W. MILLER. 
Archives of Industrial Hygiene and Occupational Medicine 
[Arch. industr. Hyg. occup. Med.) 1, 105-111, Jan., 1950. 
1 fig., 14 refs. 


The literature is reviewed and it is stated that no case of 
lipoid pneumonia due to industrial exposure has pre- 
viously been recorded. A case of this condition is 
reported in a patient aged 40 who had for 17 years 
worked at cleaning and lubricating cash registers. The 


machines were sprayed with a naphtha solvent and then 
with mineral oil for lubrication, the operation being 
carried out in a three-sided booth. Clinical and ancillary 
findings are given (stained sputum specimens showed 
large numbers of globules of mineral oil). The patient 
has been under observation for nearly four years, with 
only moderate deterioration in her condition 
L. W. Hale 


868. Studies in the Critical Evaluation of Disability 
in Anthracosilicosis 

P. A. THEopos, B. Gorpon, L. P. LANG, and H. L, 
Mot Ley. Diseases of the Chest [Dis. Chest] 17, 249-272, 
March, 1950. 5 refs. 


The authors, working in Pennsylvania, have investi- 
gated impairment of pulmonary function in a group of 
375 coalminers with silicosis, using clinical, radiological, 
and pathological methods and correlating the results with 
those of studies of respiratory physiology in each case. 
Their object was to assess as accurately as possible the 
degree of disability present. 

They consider that the factors reducing arterial oxygen 
saturation in silicosis are: (1) decreased ventilation due 
to diminished maximum breathing capacity and vital 
capacity; (2) the presence of emphysema; (3) decreased 
efficiency of ventilation due to diminished oxygen 
absorption from, and lessened carbon-dioxide addition 
to, the air breathed; and (4) unequal alveolar aeration 
and perfusion. It is pointed out that any or all of these 
factors may contribute to the total disability in varying 
degree. Only the first two can be estimated clinically, so 
clinical examination alone is of limited value in assessing 
the degree of functional impairment. Indeed, in only 
60% of cases in this series was the clinical estimate of 
degree of disability confirmed by subsequent physio- 
logical studies. A marked disparity between the 
patient’s complaints and the degree of impairment 
indicated by the tests was not uncommon; moreover, 
patients with apparently the same amount of dyspnoea 
often showed markedly different degrees of objective 
functional impairment. A further limitation to the 
usefulness of clinical assessment lies in the fact that in 
only 50% of cases was it possible accurately to estimate 
from clinical and radiological findings the amount of 
emphysema present. 

One point of some importance observed in this study 
was that the degree of respiratory functional impairment, 
as measured by physiological methods, seemed to bear 
little or no relationship to the radiological stage of the 
silicosis or to the length of exposure to dust. 

John Forbes 


869. The Caloric Requirements of Work in Various 
Trades. (Der Calorienbedarf bei gewerblicher Arbeit) 
G. LEHMANN, E. A. MULLER, and H. Spirzer. Arbeits- 
physiologie [Arbeitsphysiologie] 14, 166-235, 1949-50. 
8 figs., 24 refs. 


870. Industrial Chlor-Acne. (Acne clorico profesional, 
enfermedad de la perma o ** Halowax ”’) 

F. CONTRERAS. Actas Dermo-sifiliograficas [Actas 
dermo-sif.] 41, 352-358, Jan., 1950. 2 figs., 30 refs. 


87 
Fe 
th 
de 
jo 
| G 
27 
TI 
3 
lit 
4 
bl 
to 
te 
ve 
ce 
Sl 
Ww 
in 
u 
ni 
T 
al 
h 
b 
d 
h 
th 
q 
| h 
p 
V 
Pp 
Cc 


AY 


Anatomy and Cytology 


871. The Mast Cell as an Important Factor in the 
Formation of Fundamental Connective Substances and of 
the Synovial Fluid. (La “* mastzelle ’’, facteur important 
dans la formation de la substance fondamentale con- 
jonctive et de la synovie) 

G. AsSBOE-HANSEN. Bulletin d’Histologie (Bull. Histol.} 
27, 5-11, Jan., 1950. 1 fig., 18 refs. 


This work is reported from Copenhagen University. 
The material consisted of 300 biopsy specimens of skin, 
30 specimens of synovial tissue from recently amputated 
limbs, and 33 fresh umbilical cords. It was placed in 
4% lead subacetate or alcoholic fixatives. Paraffin 
blocks were made and stained with Heidenhain’s haema- 
toxylin and Lison’s toluidine blue, and by Hale’s 
technique. 

The areas showing toluidine blue metachromasia seem 
to correspond with those which take up Hale’s stain. 
This metachromasia vanishes if living skin has been 
injected with hyaluronidase. If the biopsy specimen is 
taken 10 minutes after the injection the metachromasia 
is paler, probably because of oedema. After 1 to 3 hours 
the basic substance stains rather more strongly but the 
mast cells show feebler staining of their granules. There 
is also a perivascular infiltration of lymphocytes and 
histiocytes. After 6 to 8 hours the basic substance is 
very pale, the mast cells are difficult to identify, and the 
cellular infiltration is more intense. In 24 hours the basic 
substance is very pale or colourless and the few mast cells 
which can be identified contain few granules. If the 
injection is repeated at this point mast cells become 
unidentifiable within 2 to 4 hours, perhaps because they 
expel their granules. In 48 hours the mast cells are more 
numerous and larger. Metachromatic staining is largely 
extracellular but strongest round the mast cells. In 
72 hours many mast cells can be identified, some small 
and staining feebly, others large and stuffed with granules. 

When hyaluronidase has been applied to a wound, 
healing takes place more rapidly than in an area treated 
by a saline control. Granulation tissue contains a great 
deal of metachromatic material. Perhaps this rapid 
healing is due to increased production of the material by 
the mast cells. 

The number of mast cells appears to be related to the 
quantity of basic substance present; the latter has the 
characteristics of an acid polysaccharide and its staining 
reactions are identical with those of the mast cell granules. 

Myxoedematous tissue contains a great deal of 
hyaluronic acid and many mast cells, whose granules are 
particularly prominent. There are few fibroblasts. 
When thyroxine is given the number of mast cells 
decreases and so do their granules and the basic substance. 

Mast cells in the synovia show little granularity, and 
part of this is extracellular. There is little or no meta- 
chromasia in those cells which float free in the synovial 
cavity. The mast cells predominate in the loose connec- 


tive tissue of the synovia, and throughout this tissue, 
especially superficially, metachromatic material can be 
seen lying free. 

Wharton’s jetly is composed largely of hyaluronic acid 
and in it a large number of swollen mesenchyme cells 
with metachromatic cytoplasm may be seen; also, 
especially in the later months of pregnancy, similar cells 
with metachromatic granules are present. 

As a result of these experiments the author feels that 
the basic substance is produced by the mast cells and not 
by the fibroblasts. Peter Harvey 


872. The Conus Artery: a Third Coronary Artery 

M. J. SCHLESSINGER, P. M. and S. WESSLER. 
American Heart Journal [Amer. Heart J.| 38, 823-836, 
Dec., 1949. 5 figs., 17 refs. 


Extracoronary arteries were described by many of the 
older anatomists. Grant found accessory coronary 
arteries coming from the aortic sinuses in about 4% of 
hearts, and Quain showed a large supplementary 
vessel arising near the right coronary artery, his plates 
being based on 930 dissections and representing the most 
common arrangement. The authors have examined 
651 human hearts and’ have noted that in 50% of cases 
the conus arteriosus is normally supplied by an artery 
which is not a branch of the right or left coronary 
artery, but arises directly from the aorta, and which they 
have named the “‘ conus artery’. This artery is super- 
numerary to the right coronary artery. It arises by a 
separate ostium in the aorta, courses over the epicardium 
of the antero-superior surface of the right ventricle, and 
terminates in small twigs in the anterior interventricular 
groove. When the conus artery is not present, the area 
is supplied by the first ventricular branch of the right 
coronary artery. The conus artery is much less fre- 
quently occluded than the other three main coronary 
trunks, the incidence of occlusion being similar to that in 
the primary branches of the coronary arterial tree. It 
may serve as a source of anastomotic blood supply when 
other coronary vessels are occluded, and the effects of 
its own occlusion will be largely determined by the 
presence or absence of such interarterial anastomoses. 
In the 332 hearts of the authors’ series in which a conus 
artery was present, anastomoses with other vessels were 
demonstrated by injection in 22% of those without 
evidence of coronary disease or occlusion, and in 61% 
of those in which occlusion had previously occurred 
elsewhere in the coronary system. J. McMichael 


873. A New Contribution to the Study of the Neuroglia 
(Oligodendroglia) in the Sensory Ganglion. (Nouvelle 
contribution a l’étude de la névroglie (oligodendroglie) 
des ganglions sensitifs) 
J. M. Ortiz-Picon. Bulletin d’ Histologie (Bull. Histol.] 
27, 113-123, June, 1949. 2 figs., 15 refs. 
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Physiology and Biochemistry 


874. Effects of Desoxycorticosterone Acetate on 
Acclimatization of Men to Heat 

S. Rosinson, R. K. Kincaip, and R. K. RHAMy. Journal 
of Applied Physiology [J. appl. Physiol.] 2, 399-406, Jan., 
1950. 2 figs., 15 refs. 


The administration of deoxycortone acetate to 
4 unacclimatized subjects who were exposed to a hot 
environment (50°5°C.; 15% relative humidity) was 
associated with plasma sodium concentrations which were 
higher, and sweat sodium and chloride concentrations 
which were lower, than in controls. No significant 
effect was found on heart rate, oxygen consumption, 
rectal and skin temperatures, or blood volume. 

D. H. Sproull 


875. The Influence of Testosterone Propionate and 
Stilboestrol on Spermatogenesis, the Prostate Gland, the 
Endocrine System and Growth of the Male Albino Rat 

B. J. Meyer. South African Journal of Medical Sciences 
[S. Afr. J. med. Sci.] 14, 89-133, Dec., 1949. 14 figs., 
bibliography. 

A survey of the literature is given to show the great 
diversity of opinion regarding the relation between 
hormones and their effect on the genital system, endocrine 
glands, and somatic development. In this investigation 
from the Department of Physiology, University of Pre- 
toria, the rats used were classified into four groups: 
““(1) infantile rats from 24 days; (2) rats at puberty 
from 36 days; (3) young sexually mature rats from 
50 days; (4) fully grown adult rats from 100 days ’’. 
Each group was treated with various doses of testosterone 
propionate, stilboestrol, and testosterone propionate 
together with stilboestrol. Controls were taken in each 
group. 

The effect of testosterone propionate on spermato- 
genesis is depressive although at one stage stimulation is 
produced with a constant dose on a maturing rat. The 
largest concentration of testosterone at first stimulated 
testicular development in infantile rats but they did not 
produce spermatozoa precociously. It is assumed that 
testosterone depresses the secretion of follicle-stimulating 
hormone which is essential for spermatogenesis. The 
activity of the interstitial cells of Leydig was depressed. 

Stilboestrol had a depressive and destructive effect on 
spermatogenesis and the germinal epithelium in both 
infantile and mature rats. The action is through the 
hypophysis and also probably directly on the testis. 
Involution of the Leydig cells occurs. Testosterone 
propionate and stilboestrol together acted either syner- 
gistically or antagonistically, depending on their relative 
concentrations. Testosterone propionate acted as a 
growth-stimulating hormone on the prostate gland and 
seminal vesicles whereas stilboestrol depressed their 
secretory functions and caused metaplasia of the glandular 
epithelium and increase in the fibrous and muscular 


tissue. The weights of the adrenals and hypophysis 
were increased by stilboestrol and slightly decreased by 
the maximum concentration of testosterone. Body 
growth was inhibited by the highest concentration of 
testosterone only and by stilboestrol. The experimental 
figures are given in tables. D. W. Higson 


876. Studies on Pituitary Adrenocorticotrophin. I. 
Ultrafiltration of the Hormone 

B. Cortis-Jones, A. C. CRooke, A. A. HENLY, P. Morris, 
and C. J. O. R. Morris. Biochemical Journal [Bio- 
chemical J. 46, 173-178, Feb., 1950. 2 figs., 24 refs. 


877. An Investigation of the Hypothesis of Tubular 
Excretory Mass, Tm. [In English] 

J. A. BarcLtay, W. T. Cooke, and G. pe MURALT. 
Acta Medica Scandinavica [Acta med. scand.] 136, 
267-274, 1950. 3 figs., 16 refs. 


In 3 healthy subjects, 4 patients with hypertension, and 
3 patients with glomerulonephritis the clearances of 
diodone and of inulin were measured. The amount of 
diodone or p-aminohippuric acid excreted by the tubules 
per minute has been called the “tubular excretory 
mass” (Tm). Smith et al. had stated that Tm was a 
measure of the maximum amount of solute which 
could be excreted or absorbed in unit time by the renal 
tubules and that it was related to the number of function- 
ing tubules. The present authors obtained results not in 
accord with this hypothesis. Errors arising in the collec- 
tion of urine were avoided by plotting the concentration 
of the test substances in the urine against its level in the 
plasma. As plasma levels fell the amount of tubular 
excretory mass rose. There seems to be no easy way of 
determining Tm. E. Neumark 


878. Ocular Fatigue 
R.A. Weser. Archives of Ophthalmology (Arch. Ophthal., 
Chicago] 43, 257-264, Feb., 1950. 4 refs. 


The author has investigated the relation between ocular 
fatigue and visual acuity. He concludes that there is no 
loss of acuity for either near or far objects, no decrease in 
speed of accommodation, and no loss of strength of the 
extraocular muscles as a result of fatigue during a work- 
ing day. Although accurate seeing and reading can be 
achieved with an illumination of 1- to 10-foot candles 
(1 foot=30-5 cm.), the optimum appears to be 20-foot 
candles, evenly distributed and without glare source. 
[From the author’s summary.] 


879. On Spatial Summation of Sensory Stimuli in Man 
J. D. Fortuyn. Brain [Brain] 72, 562-575, Dec., 1949. 
3 figs., 46 refs. 


The sensations which are experienced when a needle is 
dragged across the skin were investigated. The normal 
person does not experience the same sensation through- 
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CIRCULATORY SYSTEM 


out the course of the needle: pain always increases, and 
_ Jocalization does not correspond with the actual course 

of the stroke, one tendency being a proximal dislocation 
when the stroke is made at right angles to the long axis 
of a limb. The increase in pain is gradual in'a stroke 
made parallel to the axis, but in a stroke made at right 
angles pain increases suddenly over a distance of a few 
millimetres. The author discusses these findings from 
the point of view of sensory summation. ~ 

P. W. Nathan 


880. The Physiology of Training. I. The Organic 
Changes, Particularly in the Heart, Resulting from the 
Performance of Exacting Exercise. II. Clinical Studies 
of the Heart and Blood of Growing Dogs in Training. 
(Neue Beitrage zur Physiologie des Trainings. I. Die 
Organentwicklung, zumal des Herzens, unter dem 
Einfluss anstrengender Dauerleistungen. II. Klinische 
Untersuchungen am Herzen und am Blute beim Lauf- 
training wachsender Hiinde.) 

W. THORNER. Arbeitsphysiologie [Arbeitsphysiologie] 
14, 95-136, 1949-50. 3 figs., bibliography. 


CIRCULATORY SYSTEM 


881. Vasodilatation in the Hand in Response to Heating 
the Skin Elsewhere 

D. McK. KerstaAKe and K. E. Cooper. Clinical 
Science [Clin. Sci.] 9, 31-47, Feb., 1950. 5 figs., 25 refs. 


Six normal subjects were exposed for varying periods 
to heating of the trunk or of the legs by means of a 
radiant-heat cradle. The blood flow in the left hand was 
measured by means of a venous-occlusion plethysmo- 
graph. Vasodilatation occurred in the hand some 
13 seconds after heating of the skin elsewhere. It was 
unrelated to blood temperature or to the intensity of the 
heat applied to the skin and, when the legs were heated, 
occlusion of their circulation by inflated cuffs did not 
affect the response. Some 4 to 6 seconds after cutting 
off the heat stimulus to the skin vasoconstriction occurred 
in the hand. 

The authors believe that these phenomena are due to 
reflexes from nerve endings in the heated skin area. 

James D. P. Graham 


882. The Secretion of Reticulocytes by the Normoblast. 
[In English] 

F. Duran-Jorpa. Acta Medica Scandinavica [Acta 
med. scand.] 136, 275-282, 1950. 22 figs., 2 refs. 


In sections of human embryos parts of the cytoplasm 
corresponding in size to an erythrocyte appear to break 
off from normoblasts. The cells were measured by 
a micrometer and it was found that many normoblasts 
were 4-4 times larger than an erythrocyte. After the 
extrusion of parts of the cytoplasm only a nucleus with a 
thin rim of cytoplasm remains. 

A series of 150 specimens of sternal bone marrow were 
supravitally stained with cresyl blue and counterstained 
with May—Griinwald—Giemsa stain. On the basis of these 
studies and of photomicrographs it is held that normo- 
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blasts secrete reticulocytes; this hypothesis is supported 
by mathematical considerations. 

[The author also holds that in extrauterine life 99% 
of erythrocytes are secreted by the eosinophil leucocytes. 
His theories do not agree with those held by other 
haematologists.] E. Neumark 


883. Nature of Action of the Labile Factor in Formation 
of Thrombin 

A. J. Quick and M. STEFANINI. American Journal of 
Physiology [Amer. J. Physiol.] 160, 572-575, March, 
1950. 14 refs. 


When excess thromboplastin and an optimum amount 
of calcium are added to stored oxalated plasma, only a 
small quantity of prothrombin is consumed. On add- 
ing increasing quantities of labile factor in the form of 
diluted deprothrombinized rabbit plasma, the consump- 
tion of prothrombin is progressively increased. This 
indicates that the role of the labile factor in the formation 
of thrombin, like that of thromboplastin and calcium, 
is stoichiometric.—[Authors’ summary.] 


884. Studies on the Réle of Calcium in the Coagulation 
of Blood. [In English] 

M. STEFANINI. Acta Medica Scandinavica [Acta med. 
scand.}| 136, 250-266, 1950. 6 figs., 44 refs. 


In glassware coated with “ silicone ’’ (methyl-chloro- 
sylone) blood does not clot for several hours and platelets 
do not disintegrate. Use of this glassware is of value in 
studying the role of calcium in clotting. By employment 
of amberlite IR-100 which is a phenol-formaldehyde 
resin, calcium can be completely removed from a speci- 
men of blood. Blood treated with amberlite does not 
clot even after the addition of thromboplastin. A 
concentration of .1°5% calcium chloride in such prepara- 
tions produces a normal clotting time, but other metals 
may cause similar effects. Calcium takes part in the 
activation of thromboplastin, in the formation of 
thrombin from prothrombin, and in the interaction of 
thrombin and fibrinogen to produce fibrin. 

E. Neumark 


885. Blood Picture at High Altitude 
H. Cuiopi. Journal of Applied Physiology [J. appl. 
Physiol.] 2, 431-436, Feb., 1950. 4 figs., 4 refs. 


At the Institute of High-altitude Biology, Mina 
Aguilar, Argentina, a study was made of the blood 
picture in 84 healthy subjects, mostly Andean natives, 
living permanently at 4,514 metres above sea level. The 
average haemoglobin concentration, erythrocyte count, 
and haematocrit value were found to be increased, but 
there were wide individual variations. No relation was 
found between duration of residence at a high altitude 
(which ranged from 3 months to 47 years) and the haema- 
topoietic response. The polycythaemia observed was 
found to be of the normocytic type. The proportion of 
lymphocytes and monocytes in the differential leucocyte 
count was increased and that of the neutrophils decreased, 
without there being any change in the total count. The 
erythrocyte sedimentation rate was lower than that 
found at sea level. R. A. Gregory 
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886. The Cardiorespiratory and Biochemical Events 
During Rapid Anoxic Death. I. Fulminating Anoxia 
H.G. SwANN and M. Brucer. Texas Reports on Biology 
and Medicine [Tex. Rep. Biol. Med.] 7, 511-538, Winter, 
1949. 3 figs., bibliography. 


Simultaneous determinations of respiratory rate, 
pulmonary ventilation, blood pressure, venous pressure, 
and heart rate and study of electrocardiograms and heart 
sounds, together with estimations of blood gases, pH, 
lactic acid, haemoglobin, and plasma proteins were made 
in dogs during fatal anoxia caused by breathing pure 
nitrogen (fulminating anoxia). The dogs were given 
* nembutal ” or a local analgesic. The results confirmed 
those of previous observations. ‘“‘ Cardio-respiratory 
crises’, consisting of marked bradycardia followed 
shortly by failure first of respiration and 2 to 3 minutes 
later of the circulation, occurred consistently in this type 
of anoxia. The dogs survived for about 5 minutes. 

D. H. Sproull 


887. The Cardiorespiratory and Biochemical Events 
During Rapid Anoxic Death. II. Acute Anoxia 

H. G. SwANN and M. Brucer. Texas Reports on Biology 
and Medicine [Tex. Rep. Biol. Med.| 7, 539-552, Winter, 
1949. 2 figs., 24 refs. 


By use of the previous procedure (Abstract 886), 
anoxic death caused by breathing 2°43% oxygen in 
nitrogen (acute anoxia) was studied in dogs. A great 
variability of survival time was observed; this appeared 
to be related to the degree of slowing of the heart; the 
greater the bradycardia, the longer the survival. In this 
type of anoxia failure of the circulation often preceded 
that of respiration. An alkalosis was succeeded by an 
acidosis attributable to increase in lactic acid in the 
blood. D. H. Sproull 


888. The Cardiorespiratory and Biochemical Events 
During Rapid Anoxic Death. III. Progressive Anoxia 
H. G. SwANN and M. Brucer. Texas Reports on 
Biology and Medicine [Tex. Rep. Biol. Med.] 7, 553-568, 
Winter, 1949. 1 fig., 24 refs. 


Dogs rebreathing air through soda-lime (progressive 
anoxia) until death were studied by the procedure 
described in Abstract 886. In moderate anoxia lung 
ventilation and heart rate were high; in more severe 
anoxia there was lowered lung ventilation and brady- 
cardia. In progressive, as in acute, anoxia respiration 
ceased before, after, or simultaneously with circulatory 
failure. Dogs survived 2 to 5 minutes after arterial 
blood oxygen saturation fell to 12%. D. H. Sproull 


889. The Cardiorespiratory and Biochemical Events 
During Rapid Anoxic Death. IV. Carbon Monoxide 
Poisoning 

H.G. Swann and M. Brucer. Texas Reports on Biology 
and Medicine [Tex. Rep. Biol. Med.) 7, 569-592, Winter, 
1949. 1 fig., 36 refs. 


Dogs, under local analgesia, were studied during fatal 
anoxia caused by breathing 1% carbon monoxide in air. 
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Very slight, transient hyperpnoea occurred at blood 
oxygen saturation of about 30%. As in acute and 
progressive anoxia, respiration and circulation failed 
essentially simultaneously and the failure was abrupt. 
The animals survived about 9 minutes after the arterial 
oxygen saturation fell to 12%. Changes in acid-base 
balance were essentially similar to those in acute or pro- 
gressive anoxia. D. H. Sproull 


890. The Cardiorespiratory and Biochemical Events 
During Rapid Anoxic Death. V. Obstructive Asphyxia 
H. G. SwANN and M. Brucer. Texas Reports on Biology 
and Medicine (Tex. Rep. Biol. Med.] 7, 593-603, Winter, 
1949. 1 fig., 5 refs. 


Dogs under local analgesia were subjected to obstruc- 
tive asphyxia. They survived about 9 minutes. The 
main cardiac reaction was slowing, with acceleration as a 
terminal phenomenon. Respiratory movements con- 
tinued until the circulation failed. D. H. Sproull 


891. The Cardiorespiratory and Biochemical Events 
During Rapid Anoxic Death. VI. Fresh Water and Sea 
Water Drowning 

H. G. SWANN and M. Brucer. Texas Reports on Biology 
and Medicine [Tex. Rep. Biol. Med.| 7, 604-618, Winter, 
1949. 2 figs., 2 refs. 


This work confirms and extends previous observations 
on dogs drowned in fresh and salt water. Respiration 
studied through an intrathoracic cannula resembled 
that in obstructive asphyxia. A detailed description of 
the electrocardiographic changes is given. Ventricular 
fibrillation occurred frequently in fresh water drowning. 

D. H. Sproull 


892. The Cardiorespiratory and Biochemical Events 
During Rapid Anoxic Death. VII. Exsanguination 

H. G. SwWANN and M. Brucer. Texas Reports on 
Biology and Medicine [Tex. Rep. Biol. Med.] 7, 619-636, 
Winter, 1949. 3 figs., 31 refs. 


Four dogs were exsanguinated at a rate of 1-2 to 2-0 ml. 
per kg. per minute under local analgesia until no more 
blood could be withdrawn. Respiration continued till 
the blood pressure fell to about 15/5 mm. Hg, and 
continued in the absence of audible heart sounds and 
palpable pulse. In two of the animals respiration finally 
stopped at blood pressures of 6/4 mm. Hg, followed in a 
few seconds by cardiac arrest and ventricular fibrillation. 
The long survival, of 25 to 47 minutes, is attributed to the 
absence of general anaesthesia. Metabolic acidosis 
appeared at blood pressures of about 80/40 mm. Hg. 

D. H. Sproull 


NUTRITION AND DIGESTION 


893. The Effect on Growth and the Toxicity of the Two 
Isomers of Methionine. [In English] 

K. A. J. WRETLIND. Acta Physiologica Scandinavica 
[Acta physiol. scand.] 20, 1-12, Feb. 20, 1950. 13 refs. 


This report on methionine isomers is from the 
Karolinska Institute, Stockholm. Jackson and Block 
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have shown that a relatively satisfactory effect can be 
produced by either isomer of methionine on growth, 
but it has not been possible to say which form has the 
greater quantitative effect. These experiments were 
undertaken to investigate this point, rats being fed on 
selected diets. Animals were divided into groups of 
2 and 8, receiving different diets, and tests were under- 
taken over 10 days, the white female rats used having free 
access to food and water. 

The concentration of L-methionine required in the diet 
to maintain weight was 0-01%, that of the D-isomer 
being 0-12%. It is stated that the growth effect of the 
p-isomer is 76 to 84% that of the L-isomer. To obtain 
maximal growth the respective concentrations of L- 
and D-isomers were 0:25 to 1:0% and 0-5 to 20%. The 
differences between maximal weight increases in animals 
on optimum concentrations were small and statistically 
insignificant. Increasing the concentration of methionine 
in the diet has a toxic effect as shown by a fall in weight 
in the animals; the respective concentrations required 
to produce this effect with L- and D-isomers were 3-5% 
and 5-4%, that is, the L-form is more toxic than the 
p-form. Lack of methionine results in failure of growth 
and in loss of appetite. This latter fact is not considered, 
however, to account for the difference in effect of the two 
isomers. This is thought to be due to the fact that 
conversion of the p- to L-form in the body results in some 
loss of deaminated molecule (assuming that the con- 
version process involves deamination and reamination). 

The view that the p-compound is less toxic than the 
L-compound is contrary to that of Howe et al (J. Biol. 
Chem., 1946, 162, 395), but they were dealing with acute 
toxicity. In view of the low toxicity of D-methionine, 
and the similarity of the percentages of L- and DL- 
methionine required to produce toxic effects (3-5 and 
3-0% respectively) it is concluded that the toxic effect of 
the racemic mixture is due to the L-form and its formation 
from the p-form. A. T. Macqueen 


894. Effects and Fate of Human Serum Albumin 
Administered Intravenously and Orally to Premature 
Infants 

C. A. Smitu, K. G. PHituips, and R. O. RotuH. Journal 
of Clinical Investigation [J. clin. Invest.] 29, 218-226, 
Feb., 1950. 5 figs., 11 refs. 


Premature infants normally have a low serum protein 
concentration, which may fall even lower soon after birth 
and rise only slowly in subsequent months. Repeated 
intravenous injections of concentrated human serum 
albumin into 26 premature infants at the Lying-in 
Hospital and Infants’ Hospital, Boston, Mass., raised the 
total protein and albumin content of the serum slightly 
above that in 27 control infants, whereas oral administra- 


tion of serum albumin did not have any significant effect 


upon the serum protein or albumin level in another 
group of 18 premature infants. About 3 weeks after 
cessation of treatment the serum albumin and protein 
levels of all three groups were practically identical. No 
effect was noted on weight gain, haemoglobin level, or 
erythrocyte count, or on the development of such 
complications as oedema or infections. Haematocrit 


changes indicated that the injection of each gramme of 
albumin resulted in the addition of about 15 ml. of water 
to the plasma volume, but the haematocrit reading had 
returned in most cases to the original value within 
6 hours. Balance studies showed that the nitrogen of 
human albumin was only partially retained by premature 
babies. This suggests a deficiency of synthesizing 
function but it may equally well be related to the reduced 
colloid osmotic pressure. Z. A. Leitner 


895. The Influence of Undecylenic Acid on the Intestinal 
Absorption of Vitamin A. (Azione dell’acido undecilenico 
sull’assorbimento enterico dell’axeroftolo) 

P. CACCIALANZA and R. VAccarRi. Acta Vitaminologica 
—- vitamin., Milano] 4, 20-22, Feb., 1950. 1 fig., 
8 refs. 


Tolerance tests performed on healthy subjects and 
patients with psoriasis before and during the administra- 
tion of undecylenic acid in daily doses ranging from 
5 to 25 g. showed that undecylenic acid greatly increased 
the rate of intestinal absorption of vitamin A in both 
experimental groups. Administration of massive doses 
of vitamin A alone is, however, without any effect on 
psoriasis. The authors therefore speculate on the 
possibility of an influence of undecylenic acid on fat 
metabolism. 

[The number of subjects and controls is not mentioned 
in this otherwise stimulating paper. The flat vitamin-A 
tolerance curve reproduced as representing the normal 
finding is open to criticism.] Z. A. Leitner 


896. The Influence of the Rate of: Emptying of the 
Stomach Upon the Character of the Blood Sugar Tolerance 
Curve 

A. E. ALway and E. M. WATSON. American Journal of 
Digestive Diseases [Amer. J. digest. Dis.] 17, 50-55, 
Feb., 1950. 30 refs. 


This paper comes from the University of Western 
Ontario and the Victoria Hospital, London, Canada. 
Five patients who had been, or were about to be, sub- 
jected to gastrectomy, gastro-enterostomy, or vagotomy 
were investigated to ascertain the possible relation 
between the rate of gastric emptying and the character 
of the blood sugar curve. Three healthy individuals 
under 30 years of age were used as controls. An 
intravenous sugar tolerance test was carried out, based 
on Lozner’s technique (J. clin. Invest., 1941, 20, 507), and 
the results compared with those of similar tests in which 
the glucose solution was administered intraduodenally, 
by tube, and by mouth. , 

Normal subjects showed a transient glycosuria at the 
60th or 90th minute when the intraduodenal or intra- 
venous route was used, but this was not observed when 
the oral route was used. Study of the 5 patients, who 
were considered to pass their food rapidly from stomach 
to small intestine (either constitutionally or as a result of 
surgical procedures), showed that they absorbed glucose 
more rapidly than they were able to store it, as judged by 
the rapid rise of blood sugar level after oral or intra- 
duodenal administration, the process of storage being 
considered normal as the blood sugar curve following 
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intravenous glucose was normal. It is concluded that 
excessive gastro-intestinal motility and too rapid absorp- 
tion of glucose from the gut are responsible for the 
** lag’ type of hyperglycaemic blood sugar curve found in 
certain individuals. A. T. Macqueen 


897. Is There a Relation Between Diet and Blood 
Cholesterol ? 

C. F. WILKINSON, E. BLECHA, and A. REIMER. Archives 
of Internal Medicine [Arch. intern. Med. 85, 389-397, 
March, 1950. 5 figs., 29 refs. 


898. Concentration of Cholesterol, Total Fat and 
Phospholipid in Serum of Normal Man 

V. KorNeruP, Archives of Internal Medicine [Arch. 
intern. Med.) 85, 398-415, March, 1950. 4 figs., 34 refs. 


AVIATION MEDICINE 


899. Studies on Acid-Base Balance Before and During 
Repeated Exposure to Altitude, or to Hypoxia and Hyper- 
ventilation 

J. H. BouTWELL, C. J. FARMER, and A. C. Ivy. Journal 
of Applied Physiology [J. appl. Physiol.] 2, 381-387, Jan., 
1950. 14 refs. 

Twenty-four hour urine specimens of 18 subjects were 
analysed before and after repeated short exposures of the 
subjects to altitudes of 18,000 feet (5,400 m.) without 
supplementary oxygen and 35,000 feet (10,500 m.) with 
oxygen. After an initial decrease, total excretion of 
fixed base increased with further exposure to 18,000 feet; 
this is attributed to hyperventilation. The exposure to 
35,000 feet with oxygen increased total fixed base 
excretion. In all cases excretion of acid metabolites, 
ammonia, and phosphate ran parallel to that of total 
fixed base. Itis suggested that a rebound acidosis follows 
the acapnic alkalosis. D. H. Sproull 


900. Effect of Repeated Exposure of Human Subjects 
to Hypoxia on Glucose Tolerance, Excretion of Ascorbic 
Acid, and Phenylalanine Tolerance 

J. H. Boutwe ct, J. H. Cittey, L. R. KraAsno, A. C. Ivy, 
and C. J. Farmer. Journal of Applied Physiology [J. 
appl. Physiol.) 2, 388-392, Jan., 1950. 2 figs., 6 refs. 


Six subjects whose daily intake of ascorbic acid was 
91 mg. were exposed to an altitude of 18,000 feet 
(5,400 m.) without supplementary oxygen for periods of 
14 hours. The excretion of ascorbic acid was markedly 
decreased. Phenylalanine tolerance was not affected. 

D. H. Sproull 


901. The Capacity to Maintain a Sustained Effort under 
Normal and Anoxic Conditions 
F. Daoup and W. H. Witson. Journal of the Royal 
Egyptian Medical Association [J.R. Egypt. med., Ass.] 33, 
181-193, 1950. 4 figs., 8 refs. 


Continuous records showing the rate of exhaustion 
when maximal effort was sustained during a period of 
1 minute were obtained with a recording dynamometer 
operated by a rubber bulb grasped in the hand. Under 


normal conditions and in 37 normal subjects the average 
reduction in force exerted during the period was 35°, of 
the initial value; it was not related to the maximum 
attained. A definite increase in the rate of exhaustion 
was found when the same subjects were breathing air 
containing less than 12% oxygen. It is suggested that the 
method provides a quantitative measure of perseverance, 
D. H. Sproull 


902. Effects of Helium and Altitude on Respiratory 
Flow Patterns 

H. Specut, L. H. MARSHALL, and B. H. SPICKNALL., 
Journal of Applied Physiology [J. appl. Physiol.] 2, 
363-372, Jan., 1950. 2 figs., 14 refs. 


Breath velocity was determined during rest and exer- 
cise in 12 subjects, breathing oxygen at 30,000 feet 
(9,000 m.) and a helium-oxygen mixture of the same 
density at ground level; the results were compared with 
those obtained in subjects breathing oxygen at ground 
level. In both cases breath velocity was increased and 
the completion of expiration hastened. The helium- 
oxygen mixture had a more marked effect. A _ post- 
expiratory pause appeared in some subjects and was 
accentuated in those normally showing this feature. 

D. H. Sproull 


903. Excretion of Neutral 17-Ketosteroids in Human 
Subjects Repeatedly Exposed to Hypoxia under Conditions 
of Simulated High Altitude 

M. W. Burritt and A. C. Ivy. Journal of Applied 
Physiology [J. appl. Physiol.| 2, 437-445, Feb., 1950. 
2 figs., 14 refs. 


Two groups of human subjects on a controlled diet 
were intermittently exposed to simulated high altitudes, 
The first group (11 subjects) was exposed to 18,000 ft. 
(5,500 m.) without oxygen; the second group was 
subjected first to a series of hyperventilations at ground 
level and then exposed to 35,000 ft. (10,660 m.) altitude 
with oxygen. Determinations of the neutral 17-keto- 
steroids and of chromogens were made on the urine of all 
subjects during the exposure periods and during the 
control periods at the beginning and end of each experi- 
ment. During intermittent exposure to 18,000 ft. 
without oxygen ketosteroid excretion was at first 
decreased, but as exposure was continued it returned to 
the original control level. On hyperventilation the keto- 
steroid excretion tended to be increased. Intermittent 
exposure to 35,000 ft. with oxygen also caused a tem- 
porary increase in ketosteroid excretion followed by a 
return toward the control level. However, the post- 
exposure level was higher than the pre-exposure level. 
This suggests that the effect of O, inhalation on 
17-ketosteroid excretion should be studied further. 
Excretion of chromogenic substance or substances, 
the nature of which is unknown, was increased by 
exposure to high altitude, but was not altered by hyper- 
ventilation at ground level. The results show that some 
alteration in ketosteroid excretion occurs in the response 
of the human subject to conditions of simulated altitude. 
These results alone, however, cannot be considered proof 
that the adrenal cortex is functionally involved in this 
response.—[Authors’ summary.] 
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Pharmacology and Therapeutics 


904. Experimental Contribution to the Study of the 
Antagonism between Vitamin K and p-Aminosalicylic Acid. 
(Contributo sperimentale allo studio dell’antagonismo 
fra vitamina K ed acido p-aminosalicilico) 

R. BerTOLI, F. BERTOLANI, and G. ROMPIANESI. Acta 
Vitaminologica [Acta vitamin., Milano] 4, 10-15, Feb., 
1950. 31 refs. 


Lethal single doses of vitamin-K analogue (50 mg. per 
kg. body weight) were administered subcutaneously 
to guinea-pigs together with the parenteral injection 
of large doses of p-aminosalicylic acid (800 to 1200 mg. 
per kg.). All these animals survived, whereas control 
animals died within 3 days after administration of the 
same dose of vitamin-K analogue alone. In a reciprocal 
series of experiments, guinea-pigs were subjected to 
chronic poisoning with p-aminosalicylic acid, all dying 
within 14 days. Addition of 20 mg. of vitamin-K 
analogue to the diet of the controls reduced the mortality 
by 50°,. The antagonistic action of vitamin K and 
p-aminosalicylic acid was thus demonstrated in both 
series of experiments. Z. A. Leitner 


905. Evaluation of Curarizing Drugs in Man. I. 
Potency, Duration of Action, and Effects on Vital Capacity 
of p-tubocurarine, Dimethyl-p-tubocurarine, and Deca- 
methylene-bis-(trimethylammonium bromide) 

K. R. Unna, E. W. PELIKAN, D. W. MACFARLANE, 
R. J. Cazort, M. S. Sapove, J. T. NELSON, and A. P. 
Drucker. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.] 318-329, March, 1950. 
4 figs., 17 refs. 


The substances listed in the title were examined for 
their power to decrease strength of grip in men when 
given intravenously. Doses which produced equal 
weakening were: D-tubocurarine 107, dimethyl-p- 
tubocurarine 41, and decamethylene-bis(trimethyl- 
ammonium bromide) [“C-10”'] 20, expressed as pg. 
per kg. body weight. These doses almost abolished 
gripping power. Duration of effect was shortest with 
C-10, slightly longer with the dimethyl derivative, and 
considerably longer with p-tubocurarine. Effects on 
vital capacity were greatest with C-10, less with p-tubo- 
curarine, and least with the dimethyl derivative. 

V. J. Woolley 


906. Decamethonium Iodide and “ Homeostasis ’’ of 
the Blood Pressure. (lodure de décaméthonium (C-10) 
et homéostasie de la pression artérielle) 

D. ATANACKOviCc. Archives Internationales de Pharma- 
codynamie et de Thérapie [Arch. int. Pharmacodyn.] 81, 
397-399, 1950. 1 fig., 12 refs. 


In the dog anaesthetized with morphine and chloralose 
and with the vago-aortic nerves cut in the neck, a 
curarizing dose of decamethonium (‘* C-10”’) does not 
cause any fall in blood pressure, nor does it affect the 
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pressor reflex elicited by bilateral carotid occlusion. 
The same holds true when thiopentone is used as anaes- 
thetic. Doses of C-10 thirty times as large (3 mg. per 
kg. body weight) do cause both a fall in blood pressure 
and a depression of the reflex. Pentamethonium iodide 
(“C-5”’) abolishes the curarizing action of C-10, but, 
although it causes only a slight fall in blood pressure, it 
causes a considerable and prolonged depression of the 
carotid-sinus reflex. 

{It would be useful perhaps to know the threshold 
dose of C-10 at which the vasodepression occurs. 
Clinical reports of the use of C-5 as an antagonist of C-10 
have not been uniformly good: the above results may 
indicate one reason for this.] Derek .R. Wood 


907. Effects of Adrenaline and Noradrenaline on the 
Circulation and Cardiac Output in the Rabbit. (Modifica- 
tions générales de la circulation et du débit cardiaque 
chez le lapin sous l’influence de l’adrénaline et de 
l'artérénol) 

R. Meter, J. Tripop, and E. Wirz. Archives Inter- 
nationales de Pharmacodynamie et de Thérapie [Arch. int. 
Pharmacodyn.) 81, 458-470, 1950. 6 figs., bibliography. 


Apart from their common pressor effect, adrenaline 
and noradrenaline are known to have dissimilar actions 
on the human circulation. The authors have studied 
the effects of these two drugs on the blood pressure, 
heart rate, and cardiac output per beat and per minute 
in anaesthetized rabbits. Oxygen consumption and 
arterio-venous difference in oxygen saturation were 
recorded optically by means of photo-electric cells, and 
mixed venous blood was obtained by cardiac catheteriza- 
tion. It was found that ptL-noradrenaline and L- 
adrenaline had qualitatively similar effects on the circula- 
tion in the rabbit; noradrenaline was the less active, 
its effects on blood pressure, pulse rate (bradycardia), 
and peripheral resistance being respectively 2-5, 20, and 
4 times less than those of adrenaline. Both substances 
caused an initial reduction in cardiac output per minute 
and per beat, followed by a later increase. The initial 
reduction was less with noradrenaline, but this drug 
caused a greater secondary augmentation than did 
adrenaline. Derek R. Wood 


908. Action of Adrenaline, Noradrenaline, and Dihydro- 
ergocornine on the Colonic Circulation 

J. GRAYSON and H. J. C. Swan. Lancet [Lancet] 1, 
488-490, March 18, 1950. 5 figs., 14 refs. 


By means of a needle thermocouple, information con- 
cerning the action of various drugs on the colonic 
circulation was obtained, the changes in temperature in 
the mucosa and the muscle layer of the exposed bowel 
being recorded continuously in patients ‘with an ileo- 
stomy or colostomy. The intravenous infusion of 5 to 
10 yg. of adrenaline per minute for 2 to 5 minutes 


234 PHARMACOLOGY AND THERAPEUTICS 


in 7 experiments caused a fall in bowel temperature of 
0-9 to 1°5° C., which was maintained for periods up to 
2 minutes after the infusion had been stopped. Nor- 
adrenaline, given in similar doses and by the same route, 
had the same effect as adrenaline. The effects of these 
drugs on the bowel temperature were paralleled by their 
effects on the blood pressure. The injection of 2 yg. of 
adrenaline into the bowel close to the thermocouple 
caused a fall in temperature of 0-5 to 0-6° C. in about 
55 seconds, the temperature returning nearly to normal 
in 140 seconds. The local injection of a similar volume of 
normal saline at the same temperature (35° C.) caused a 
negligible fall in bowel temperature. 

The intravenous injection of 0-1 to 0-5 mg. of * hyder- 
gine’ (a mixture of dihydroergocornine, dihydroergo- 
kryptine, and dihydroergocristine in equal proportions) 
or of 0-5 mg. of dihydroergocornine caused a rise in the 
skin temperature and a fall in the bowel temperature 
which began 5 to 10 minutes after the injection was 
complete and were maintained for about 30 minutes. 
The local ‘injection of these substances caused a rise in 
bowel température lasting from 15 to 20 minutes. 

P. A. Nasmyth 


909. The Difference Between Direct and Reflex Central 
Sympathetic Stimulation on Blood Pressure and Spleen 
and Intestinal Volume. (Der Unterschied zwischen 
direckter und refiektorischer zentraler Sympathicuser- 
regung auf Blutdruck, Milz und Darmvolumen) 

F. BRAUNER, F. BRUCKE, and F. KAINDL. Archives 
Internationales de Pharmacodynamie et de Thérapie 
[Arch. int. Pharmacodyn.] 81, 357-368, 1950. 7 figs., 
11 refs. 


When the suprasellar part of the hypothalamus in 
anaesthetized cats is suitably stimulated electrically, 
powerful splenic contraction and intestinal relaxation 
occur and there may be either a rise or fall in blood pres- 
sure. When the carotid arteries are occluded there is a 
rise in blood pressure, splenic contraction, and intestinal 
relaxation. This effect on the spleen does not occur 
after adrenalectomy or after repeated clamping of the 
carotids. The intestinal relaxation occurring after 
carotid occlusion is much less than that due to a small 
dose of adrenaline which does not affect blood pressure. 
It is suggested that the observed effects of direct hypo- 
thalamic stimulation are mainly due to the liberation of 
adrenaline, while as a result of reflex sympathetic 
stimulation via the carotid sinus mainly noradrenaline is 
released. Derek R. Wood 


910. Actions of Dibenzylmethylamine and _ Related 
Compounds on the Lung Volume in Healthy Man. (Action 
de dérivés de la dibenzylméthylamine et de composés 
voisins sur le volume pulmonaire chez homme sain) 

R. CHARLIER and E. PuHiLippot. Archives Internationales 
de Pharmacodynamie et de Thérapie (Arch. int. Pharma- 
codyn.] 81, 295-300, 1950. 4 figs., 3 refs. 


Only one of five dibenzylmethylamine derivatives 
tested caused an increase in lung volume in normal 
subjects when administered as an aerosol of a 1% solu- 
tion. “This compound was “ 768 Labaz”’, the sodium 


salt of N-(dibenzylmethyl)-carboxyethane carbonamide 
in which a succinic-acid grouping is substituted on the 
amino group of the parent compound, and its effect was 
greater than that of dibenzylmethylamine. There was 
an accompanying respiratory slowing. Succinic acid 
itself has been shown to be effective in asthmatic attacks 
when given intravenously, but it cannot be used in an 
aerosol, being very irritant. Derek R. Wood 


~ 911. The Action of Ouabain (G-Strophanthin) on the 


Circulation in Man, and a Comparison with Digoxin 

S. Aumepb, R. I. S. BayLiss, W. A. Briscoe, and J, 
McMicuaeEL. Clinical Science [Clin. Sci.] 9, 1-16, 
Feb., 1950. 4 figs., 13 refs. 


Cardiac catheterization was carried out on 9 normal — 


persons (recumbent) and 28 patients with various types 
of heart disease (most of whom were propped up at an 
angle of 45 degrees), and the effects of an intravenous 
injection of 0-75 to 1-0 mg. of “* ouabain ”’ (strophanthin- 
G) on the dynamics of the heart were studied. The 
drug had no effect on the cardiac output or venous pres- 
sure in the normal subjects, in cases of heart disease 
without failure, or in the majority of cases of valvular 
disease with low-output failure, but in ischaemic and 
hypertensive disease with low-output failure the cardiac 
output rose immediately on injection. This effect was 
maximal in half an hour and was frequently accompanied 
by a rise in blood pressure and by headache. Venous 
pressure rose initially in some cases, but often fell subse- 


- quently. The effect of strophanthin was considered to be 


a direct one on the heart muscle, since it was not paralleled 
by the effects of a fall in venous pressure induced in 
6 subjects by inflating cuffs placed round the thighs. In 
heart disease with high-output failure, the drug also 
raised the cardiac output, but with little effect on the 
venous pressure. In 33 similar cases it was found that the 
effects of an injection of digoxin [dose not stated] were 
slower in onset and were accompanied by a significant 
initial fall in venous pressure before any increase in the 
cardiac output could be measured, though the ultimate 
effects of the two drugs were similar. This difference in 
their effect on venous pressure may indicate some 
difference in the mode of action of the two glycosides. 
James D. P. Graham 


912. Myocardial Lesions Produced by Digitalis in the 
Presence of Hyperthyroidism: An Experimental Study 
W. H. Dearinc, A. R. BARNES, and H. E. Essex. 
Circulation [Circulation] 1, 394-403, March, 1950. 
6 figs., bibliography. 


When various digitalis preparations were administered 
to normal cats in doses equivalent, on the basis of 
body weight, to those given therapeutically to man no 
demonstrable pathological changes occurred in the 
heart. When the same therapeutic dose was given to 
18 animals in which hyperthyroidism had been induced 
by administering thyroid gland by mouth or thyroxine 
parenterally, myocardial lesions were demonstrable 
histologically 6 to 14 days later in 10 cases. Two of the 
remaining 8 cats died within 2 days without any associated 
microscopic lesions being found in the myocardium, but 
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it was found in a previous study (Dearing et al., Amer. 
Heart. J., 1943, 25, 648) that it was necessary for cats to 
live at least 5 days before histological changes could be 
demonstrated in the heart muscle even after toxic doses of 
digitalis had been given. The myocardial lesions 
consisted of haemorrhage, cellular degeneration or 
necrosis, and inflammatory cellular exudates, and it was 
noted that these changes were more likely to occur in the 
older animals. The authors were unable to correlate 
any definite electrocardiographic pattern with the myo- 
cardial lesions produced, although elevation of the 
RS-T segment was usually associated with cellular 
necrosis. -Negative T waves were found in some cases, 
but were not necessarily accompanied by myocardial 
lesions. 

In 2 of 8 control animals in which severe hyper- 
thyroidism was induced and which received no digitalis, 
scattered areas of destructive change were found in the 
myocardial fibres, but none were found in 8 with moderate 
hyperthyroidism of a degree comparable with that present 
in the group given digitalis. 

[This work has important clinical implications. 
Digitalis is less effective in auricular fibrillation in man 
when this arrhythmia is due to thyrotoxicosis, and some 
authorities have stated that digitalis administration 
increases the mortality rate in cases of hyperthyroidism 
in man.] S. Oram 


913. Re-evaluation of the Effectiveness of Penta- 
methylenetetrazol (Metrazol) as an Analeptic Agent 
during Thiopental Depression 

W. M. Booker, P. A. MoLaNno, D. M. FRENCH, and 
C. Ruopes. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.] 98, 207-214, March, 1950. 
3 figs., 7 refs. 


“* Metrazol’’, in sufficient doses, is able to overcome 
the depression caused by thiopentone in dogs; in doses 
insufficient to restore consciousness it may stimulate 
respiration. Respiratory rate is not a suitable index of 
recovery and may be increased by insufficient doses, 
while further doses may slow the rate, increase ampli- 
tude, and shorten recovery time. Doses of metrazol 
which are large enough to cause convulsions are harmful 
because of the depression which follows. 

V. J. Woolley 


914. The Influence of Drugs on the Irritability and 
Automaticity of Heart Muscle 

T. H. Greiner and S. Gars. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.] 98, 
215-223, March, 1950. 4 figs., 21 refs. 


A papillary muscle from the right ventricle of the cat 
was mounted in a bath of oxygenated Locke’s solution 
and stimulated at a rate of 53 per minute. Various drugs 
were added to the bath and the effects recorded. Increase 
of concentration of sodium or lithium caused a gradual 
rise in the threshold of excitability; increases of potassium 
Or ammonium caused sharp rises when a small critical 
concentration was exceeded. Addition of calcium or 
Magnesium caused a smaller and more gradual rise in 
threshold from the beginning. The effect of barium was 
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variable. The threshold was lowered by the sympatho- 
mimetic amines, and by papaverine and aminophylline; 
it was raised by quinidine and procaine. Neither 
atropine nor acetylcholine had effect. V. J. Woolley 


915. Relationship of Chemical Structure to Antifibrilla- 
tory Potency of Certain Alpha-fagarine Like Compounds 
J. R. DiPAtma, J. J. LAMBERT, R. A. Retss, and J. E. 
Scouts. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.] 98, 251-257, March, 1950. 
1 fig., 11 refs. 


A large number of compounds derived from N-benzyl- 
N-methylphenylethylamine were examined for power to 
raise the threshold of production of auricular fibrillation 
by electrical stimulation of the cat’s heart. Their 
potency and toxicity were compared with those of 
quinidine. The only ones which were superior to quini- 
dine contained at least three carbon atoms and had 
one or more methoxy groups in certain positions. The 
results are tabulated. The most potent compound was 
the one dealt with in the succeeding abstract [Abstract 
916]. V. J. Woolley 


916. Pharmacological Study and Clinical Use of an 
Alpha-fagarine Like Compound (N-Methyl)-N-(3, 4, 
dimethoxy benzyl)-8-(4 methoxypheny])-ethylamine-HCl 
J. R. DiPacma, J. E. Scuutts, R. A. Reiss, and J. J. 
LAMBERT. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.] 98, 258-267, March, 1950. 
5 figs., 9 refs. 


This substance acts on blood pressure and striated 
muscle like quinidine. It is a local analgesic but weaker 
in this respect than procaine. Large doses cause 
cerebral stimulation and convulsions in dogs. It 
disappears rapidly from the blood stream and is best 
given intramuscularly. It raises markedly the electric 
fibrillation threshold in cats and, in normal human 
subjects, lengthens the Q-T interval of the electrocardio- 
gram. In cases of auricular fibrillation it slowed the 
auricle rate by 36%. When given to 11 patients it cured 
auricular fibrillation and flutter in 3; it caused appearance 
of extrasystoles in 6, and in 3 cases these went on to 
ventricular fibrillation and death. V. J. Woolley 


917. A Study of the Effect of an Anion Exchange Resin 
on Gastric and Duodenal Secretions and Gastric Emptying 
C. W. Wirts, M. E. Reuruss, B. A. DELSERONE, and 
B. Wass. Journal of Clinical Investigation [J. clin. 
Invest.] 29, 37-45, Jan., 1950. 9 figs., 16 refs. 


The antacid properties of the anion exchange resin 
** amberlite IR-4”’ were compared with those of alu- 
minium hydroxide and a bicarbonate mixture (modified 
Sippy powder) against histamine- or insulin-stimulated 
gastric secretion in 36 normal subjects and 35 patients 
with peptic ulcer. Samples of gastric juice were with- 
drawn every 30 minutes for 2 hours after the injection of 
0-55 mg. of histamine intramuscularly or 0-1 unit of 
insulin per kg. body weight intravenously; the hista- 
mine injection was repeated after the first hour. Four 
tests were carried out with each subject—one without 
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medication and three others in which 3:2 g. resin, 0-6 g. 
aluminium hydroxide, and 0-6 g. Sippy powder, respec- 
tively, were given at the beginning of the second hour. 
Free and total acidity and peptic activity were determined 
and the results averaged. [No scatter or standard devia- 
tion is shown.] On the whole, Al(OH), and the resin 
produced similar reductions in acidity, whereas the Sippy 
powder seemed to have little effect. 

When a further group of 5 normal subjects and 8 with 
duodenal ulcer were tested without histamine or insulin 
stimulation, the antacids being given at the beginning of 
the test, the bicarbonate mixture alone gave an acid 
rebound. Duodenal contents were also withdrawn in a 
further series of tests with 10 normal subjects and 10 with 
ulcers; as would be expected, the changes in gastric 
acidity caused by the antacids were reflected in the 
duodenal juice. Gastric emptying time as measured by 
watching the progress of a barium meal fluoroscopically 
was unaffected by the antacids. 

[Quantitative comparisons are impossible without 
statistical analysis. Anyone who has worked with this 
type of test method knows how variable the gastric 
response may be: indeed the authors themselves point 
this out.] John R. Vane 


918. The Influence of Diphenhydramine HCI (Benadryl) 
on Apomorphine-induced Emesis in Dogs 

G. CHEN and C. R. Ensor. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.] 98, 
245-250, March, 1950. 11 refs. 


Dogs received a dose of apomorphine (0-1 mg. per kg.) 
which invariably produced vomiting irrespective of route 
of administration. Oral administration 30 minutes 
previously of 40 mg. of diphenhydramine hydrochloride 
per kg. reduced significantly the frequency of vomiting. 
The 8-chlorotheophylline derivative of diphenhydramine 
( dramamime’’) was no more effective than was an 
equivalent dose of diphenhydramine. V. J. Woolley 


919. Inhibition of the Activity of Trypsin by Adsorptive 
Agents 
S. ALPERT and G. J. Martin. Review of Gastro- 
enterology [Rev. Gastroent.] 17, 251-256, April, 1950. 
19 refs. 


Many of the adsorbents commonly used in the treat- 
ment of gastro-intestinal disorders have been shown by 
the authors (Amer. J. digest. Dis., 1949, 16, 10) to inacti- 
vate the pepsin of the gastric juice. This property is of 
value in cases of peptic ulcer, but protein digestion may be 
inadequate if the agent has a similar inhibitory effect on 
pancreatic trypsin. The authors therefore studied the 
effect on the tryptic digestion of casein in vitro of 16 dif- 
ferent types of ion-exchange resin and of 19 other 
adsorbents, including various silicates of aluminium and 
magnesium, aluminium hydroxide (gel and powder), 
activated charcoal, fuller’s earth, and kaolin. Of the 
resins, only 2 (both insoluble polyamine anion exchange 
resins) had no demonstrable effect on trypsin, which was 
inactivated in varying degrees by the remainder. Of the 
other adsorbents tested all had a marked antitryptic 
effect with the single exception of a high-capacity 


synthetic sodium aluminium silicate, the inhibitory 
action of which was less marked, but still amounted to 
45%, adsorption when present in a concentration of 0-4 g, 
per 100 ml. of trypsin solution (8 mg. per 100 ml.). 

The effect of these substances on other digestive 
enzymes is being studied. D. I. Crowther 


920. Studies on the Laxative Activity of Triphenyl- 
methane Derivatives. IV. The Relation between Water- 
repellency and Activity of Phenolphthalein Preparations 
and the Concept of Floto-activation. [In English] 

S. Loewe and I. A. Loewe. Archives Internationales 
de Pharmacodynamie et de Thérapie [Arch. int. Pharma- 
codyn.] 81, 195-206, 1950. 1 fig., 7 refs. 


921. The Action of a 4-Amino-N°-Methyl-Pteroyl- 


glutamic Acid in Mice, Rats, and Dogs 

F. C. FerGuson, J. B. and F. S. Puitirs, 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 98, 293-299, March, 1950. 5 refs. 


4-Amino-N!°-methylpteroylglutamic acid has the same 
effect in producing symptoms of folic-acid deficiency as 
has the previously investigated 4-aminopteroylglutamic 
acid, but is only one-tenth as toxic. The lesions produced 
consisted chiefly of degenerative changes in the bone 
marrow and leucopenia. Both substances are more toxic 
in divided than in single doses. V. J. Woolley 


ANTIBIOTICS 


922. Epileptogenic Effect of Local Application of 
Penicillin and Sulphathiazole to the Cerebral Cortex. 
(L’action épileptogéne des antibiotiques en application 
locale sur le cortex cérébral. La pénicilline et la sulfa- 
thiazol.) 

L. Ectors and J. ACHSLOGH. Revue Neurologique [Rev. 
neurol.] 81, 805-827, Oct., 1949. 7 figs., 26 refs. 


The authors several times observed epileptic seizures 
after local application of sulphathiazole and penicillin 
to the cerebral cortex; one of their patients died 56 hours 
after operation in status epilepticus. For this reason 
they undertook a very thorough clinical and experimental 
study of the effect of these drugs on the cerebral cortex. 
They concluded that sulphathiazole is particularly 
prone to induce epileptic fits if applied directly to the 
cortex. Penicillin solution containing more than 
1,000 units per ml. also induced epileptic attacks. If 
penicillin and sulphathiazole are used together, their 
epileptogenic effect is considerably increased. 

When 5,000 units of penicillin were applied to the 
human cerebral cortex, electrocorticograms showed a 
subclinical epileptic “ crisis ’’, lasting 50 minutes. About 
2 minutes passed after local application of penicillin 
before the electrocorticogram registered a changed 
pattern. In man the attacks were initially of focal 
character and became very slowly generalized; it took 
4 to 8 hours for the attacks to cease, unless the patient 
died. Sulphathiazole must not be used on the cerebral 
cortex; if penicillin is applied, its concentration and 
quantity should be strictly controlled. F. K. Kessel 
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923. Studies in Mucous Membrane Sensitization. 
Part Ill. The Effects of Toothpowder Containing 
Penicillin 

L. GOLDMAN and A. J. TRONSTEIN. Journal of Investiga- 
tive Dermatology [J. invest. Derm.] 14, 57-61, Jan., 1950. 
6 refs. 


A buccal-mucosa contact test with a tooth-powder 
containing 500 units penicillin G per g. proved that 
patients with previous known penicillin hypersensitivity 
sometimes show definite reactions. Such testing did 
not appear to sensitize previously non-sensitive indi- 
viduals. In 18 cases of known hypersensitivity buccal 
tests in conjunction with cutaneous scratch, intradermal, 
and patch tests indicated that a positive mucous- 
membrane test may develop either in agreement with or 
in opposition to results of simultaneous cutaneous tests. 
Preliminary studies of small groups of patients indicate 
that a tooth-powder reported to contain 500 units peni- 
cillin per g. used as an ordinary dentifrice twice a day by 
individuals with known, and occasionally still active, 
penicillin hypersensitivity, produces few local and no 
systemic reactions. This study yields additional evidence 
of the greater difficulty of inducing contact stomatitis as 
opposed to contact dermatitis. James Marshall 


924. Aqueous Suspension of Procaine Penicillin — . 
R. I. Cowen. Lancet [Lancet] 1, 622, April 1, 1950. 
3 refs. 


This paper records the results of a trial of “* dista- 
quaine *’, a stable crystalline procaine salt of penicillin G 
with less than 1-5% of suspending agents. The suspended 
particles were nearly all less than 40 yp in diameter; 
only occasional particles reached 60 u. The potency was 
1,000 units per mg. It was found that the recommended 
dilution to 1-2 ml. gave rather a thick suspension and that 
a dilution to 2 ml. was easier to use. There were no 
local reactions to the injections, but two subjects had a 
mild febrile reaction which subsided within 2 hours. 

Twenty-eight volunteers received 300,000 units, two 
received 600,000 units, and two were given 300,000 units, 
the dose being repeated after 12 hours. For the penicillin 
assay Bacillus subtilis was used. An effective penicillin 
level of over 0-03 unit per ml. was maintained in the 
blood for over 24 hours in 27 out of 30 cases after a single 
intramuscular injection of 300,000 units. 

A. W. H. Foxell 


925. Toxicity of Streptomycin and of Dihydrostrepto- 
mycin. (Etude de la toxicité de streptomycine et de la 
dihydrostreptomycine) 

H. VANDERHAEGHE. Archives Internationales de Pharma- 
codynamie et de Thérapie [Arch. int. Pharmacodyn. 81, 
500-506, 1950. 2 figs., 11 refs. 


In contrast to the results obtained in cats by other 
workers, administration of dihydrostreptomycin did not 
abolish post-rotatory nystagmus in rabbits even after 
500 mg. had been given subcutaneously daily for 36 days. 
Such an effect was, however, observed after giving 
streptomycin, the total dose given being apparently more 
important than the concentration achieved in the body. 
At the beginning of treatment with either of the two 


substances, there was some increase in the duration of the 
post-rotatory nystagmus, suggesting that some vestibular 
stimulation had occurred. Derek R. Wood 


926. Severe Urticaria Complicating Streptomycin 
Therapy 

D. C. Linpars. Lancet [Lancet] 1, 110-112, Jan. 21, 
1950. 10 refs. 


927. Absorption, Distribution, and Elimination of 
Aureomycin. (Assorbimento, distribuzione ed elimin- 
azione dell’aureomicina) 

R. SANTI and M. SeremBe. Archives Internationales de 
Pharmacodynamie et de Thérapie [Arch. int. Pharma- 
codyn.] 81, 493-499, 1950. 4 figs., 9 refs. 


The metabolic fate of aureomycin was studied in 
guinea-pigs and rabbits after single doses given intra- 
venously, subcutaneously, into the intestine, or into the 
trachea. Blood concentrations of between 0:3 and 
0-5 yg. per ml. were reached within 15 minutes of giving 
2,500 yg. of aureomycin per kg. intravenously, sub- 
cutaneously, or intratracheally. Comparable levels 
were reached within 1 hour after giving the substance 
orally. The drug disappeared from the blood very 
rapidly when injected intravenously, the concentration 
falling from about 12 yg. per ml. at 15 seconds to about 
0-4 yg. per ml. at 15 minutes after injection. Urinary 
excretion began within 30 minutes and was maximal 
between the second and ninth hours. Recovery of 
aureomycin from the urine varied between 3 and 5% 
after intestinal administration and 48 and 62% when 
given subcutaneously. 

Distribution of the substance in the tissues was not 
uniform. Initially, lung and liver had a high concentra- 
tion, but the lung content soon declined. There was a 
second rise in the concentration of aureomycin in the 
liver about 18 hours after injection, probably due to 
reabsorption of drug previously excreted into the 
intestine in the bile. Derek R. Wood 


928. Antimicrobial Action of Terramycin in vitro and 
in vivo 

G. L. Hossy, N. DouGHErRTY, T. F. LENERT, E. HUDDERS, 
and M. KisELuK. Proceedings of the.Society for Experi- 
mental Biology and Medicine {Proc. Soc. exp. Biol., N.Y.) 
73, 503-511, March, 1950. 2 figs., 11 refs. 


The antimicrobial spectrum of the new antibiotic 
terramycin is described. Nine strains of fungi are 
inhibited by concentrations as high as 298 jg. per ml. of 
medium. A wide variety of bacteria is inhibited including 
Mycobacterium tuberculosis. The antimicrobial actions 
of terramycin hydrochloride and aureomycin chloride 
were compared. Streptococci, staphylococci, and 
pneumococci are inhibited by 0-9 zg. per ml. of both anti- 
biotics but Pseudomonas aeruginosa is inhibited by 28 jg. 
per ml. of terramycin as against 57 zg. per ml. of aureo- 
mycin. Klebsiella pneumoniae, Bacterium coli, Shigella 
dysenteriae, Salmonella paratyphi, and  Aerobacter 
aerogenes are twice as sensitive to terramycin as to 
aureomycin. In mice terramycin was found to be 
highly active in protecting against infections due to 
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streptococci and pneumococci, K. pneumoniae, Haemo- 
philus influenzae, H. pertussis, Salmonella typhi, Salm. 
newport, Salm. enteritidis and Salm. cholerae suis. It 
suppresses, at least temporarily, infections in mice due to 
Salm. typhi-murium: oral as well as parenteral routes are 
effective. Terramycin is ineffective in mice against 
infections due to Ps. aeruginosa or Proteus vulgaris. 
In rats infected with Borrelia recurrentis 0-82 mg. of terra- 
mycin per 100 g. of body weight given intramuscularly 
once daily for 4 days is sufficient to sterilize the blood. 
A daily dose of 7:1 mg. per day given subcutaneously 
exerts a suppressive effect on tuberculous infection in 
mice. Terramycin is absorbed rapidly into the blood 
following oral or parenteral administration. Significant 
concentrations may be detected in the urine of injected 
animals in a biologically active form. The toxicity is 
low; orally at least 375 mg. can be given by mouth twice 
daily for at least 5 days with no untoward symptoms. 
Subcutaneously, 185 mg. per kg. can be given once daily 
without toxicity. G. M. Findlay 


929. Absorption and Excretion of Terramycin in 
Animals 

G. L. Hossy, W. Reep, D. RINNE, M. Powers, and 
A. D’Amprosia. Proceedings of the Society for Experi- 
mental Biology and Medicine (Proc. Soc. exp. Biol., N.Y.] 
73, 511-515, March, 1950. 5 figs., 3 refs. 


Various preparations of terramycin are available, 
terramycin itself, the hydrochloride, sulphate, and two 
forms of the sodium salt. Terramycin in the amphoteric 
form is a highly insoluble compound and after oral or 
parenteral administration in dogs or rabbits its absorption 
is exceedingly slow. This slow absorption may be of 
value in certain infections in human beings. The 
hydrochloride is a highly soluble salt and is rapidly 
absorbed after oral or parenteral administration. In 
contrast to aureomycin and choramphenicol a high 
percentage of terramycin administered is excreted in a 
biologically active form. Terramycin hydrochloride in 
aqueous solution has a pH of 1-5: its administration 
parenterally in aqueous solution is not feasible. Intra- 
venous administration of this form of terramycin is, 
however, possible. G. M. Findlay 


930. Mental Disturbances During the Treatment of 
Typhoid Fever with Chloramphenicol. (Les troubles 
psychiques au cours de la fiévre typhoide traitée par la 
chloromycétine) 

P. PERREAU and H. Maurice. Semaine des Hépitaux de 
Paris [Sem. Hop. Paris] 26, 1060-1062, March 26, 1950. 


During the administration of chloramphenicol 
(“ chloromycetin *’) to 54 patients with typhoid infections 
(35 with paratyphoid B, 2 with paratyphoid A,and 17 with 
Salmonella typhi infection), mental disturbances were 
observed in 9 patients (5 with typhoid fever and 4 with 
paratyphoid B). The protocols of 6 cases are given but 
the dosage is only given in 2 of these cases. In one the 
daily dose was 3 g., and in the other it was 4 g. for the 
first day and 6 g. for the subsequent 3 days. The mental 
confusion took the form of oneirism ranging from true 
delirium to simple dreaming. The onset of mental 


confusion appeared to coincide with the rapid deferves- 
cence of the disease and an abrupt fall of temperature, 
It was not necessary to suspend treatment in any of the 
cases, and they were all cured without any subsequent 
deleterious effects. R. Wien 


931. A Study of the Effect of Neomycin and Other 
Antibiotics on Bacteria, Viruses, and Protozoa 

O. FELSENFELD, I. F. VoLini, S. J. ISHIHARA, M. C, 
BACHMAN, and V. M. YouNnG. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 35, 428-433, 
March, 1950. 5 refs. 


The action of neomycin was tested on 370 organisms, 
It showed strong action in vivo and in vitro against Gram- 
negative bacilli, streptomycin-sensitive and _ resistant 
strains of tubercle bacilli, Bacillus anthracis, Listeria 
(Listerella) monocytogenes, Proteus and Pseudomonas, 
and intestinal protozoa. It was effective against 
Entamoeba histolytica and the organism of rickettsialpox. 
Its action on Gram-positive cocci was variable. Its 
activity was compared with that of penicillin, strepto- 
mycin, chloramphenicol, aureomycin, polymyxin D, baci- 
tracin, and enniatin III. It was more effective than 
streptomycin against salmonellae and Vibrio cholerae, 
but showed no activity against the viruses of herpes 
simplex, influenza, equine encephalitis, and lymphocytic 
choriomeningitis. Its toxicity is lower than that of 
polymyxin D. A. W. H. Foxell 


932. Fradicin, an Antifungal Agent Produced by 
Streptomyces fradiae 

E. A. Swart, A. M. ROMANO, and S. A. WAKSMAN. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 73, 376-378, 
March, 1950. 1 fig., 4 refs. 


Streptomyces fradiae, which gives rise to neomycin, 
produces another antibiotic named fradicin. Fradicin, 
the physical properties of which are described, has no 
inhibitory action on bacteria but is inhibitory to a 
considerable number of fungi. It is quite different from 
actidione and actinomycin A. G. M. Findlay 


_ 933. The Antibacterial Action of Neomycin and Fura- 


droxyl in vitro and in vivo 

P. T. WarTH, C. A. CHANDLER, and E. A. Buiss. Bulle- 
tin of the Johns Hopkins Hospital [Bull. Johns Hopk. 
Hosp.] 86, 169-178, March, 1950. 10 refs. 


Neomycin is an antibiotic derived from Streptomyces 
fradiae. Furadroxyl is a nitrofuran with the formula 
5-nitro-2-furaldehyde-2-8-hydroxyethyl semicarbazone. 
In vitro, neomycin was as effective as aureomycin 
against Gram-negative bacilli of the coli-aerogenes 
group, Haemophilus influenzae, staphylococci, and 
Gram-positive bacilli. It was also effective against 
strains of Proteus and Pseudomonas. It was less active 
in inhibiting growth of streptococci. Jn vivo, neomycin 
gave some protection to mice against infection with 
Klebsiella pneumoniae or H. influenzae, but was valueless 
in infections with the haemolytic streptococcus and the 
pneumococcus. Furadroxyl was, in general, more 
effective against Gram-positive than against Gram- 


negal 
active 
than 
934. 
E. F 
Arch 
[Are! 
1 fig. 
Th 
insec 
Whe 
anim 
rena’ 
high 
simil 
after 
effec 
935. 
ing t 
I. G 
[Am 
refs. 
Tepo 
clini 
card 
retir 
Trat 
936. 
Her 
Cris 
R. | 
T 
ence 
chil 
witl 
pati 
she 
reck 
was 
con 
she 
pre: 
| the 
pan 
but 
bar 
effc 
for 
vio 
wa: 
hac 


Pores 


THERAPEUTICS 239 


negative bacteria, but against all bacteria it was less 
active than aureomycin. Jn vivo, it was less effective 
than sulphadiazine against infections in mice. 

A. W. H. Foxell 


TOXICOLOGY 


934. Toxic Action of Chlordan 

E. F. STOHLMAN, W. T. S. THorp, and M. I. Smitu. 
Archives of Industrial Hygiene and Occupational Medicine 
[Arch. industr. Hyg. occup. Med.] 1, 13-19, Jan., 1950. 
1 fig., 7 refs. 


The toxicity of a new chlorinated hydrocarbon 
insecticide, ** chlordan”’ (‘‘ octa-klor’’), was studied. 
When the compound is given orally to experimental 
animals the toxic effects are mainly on the liver cells, 
renal tubules, and intestinal mucosa. Chlordan is more 
highly cumulative than DDT (though its toxic effects are 
similar): death is thus liable to occur over a longer period 
after ingestion. It is not known whether the antidotal 
effect of barbiturates on DDT also obtains for chlordan. 

L. W. Hale 


935. Lead Poisoning. IX. The Failure of Lead Poison- 
ing to Affect the Heart and Blood Vessels 

I. GREENFIELD and I. Gray. . American Heart Journal 
[Amer. Heart J.] 39, 430-435, March, 1950. 1 fig., 19 
refs. 


Observations on 40 cases of acute lead poisoning are 
reported. No abnormality was found in the heart by 
clinical or radiological examination, or in the electro- 
cardiogram, in any of these cases. In 14 patients the 
retinal vessels were examined and found to be normal. 
Transient hypertension occurred in 3 cases only 

D. Verel 


936. Withdrawal Symptoms in the Newborn Child of a 
Heroin Addict. (Accouchement chez une heroinomane. 
Crise d’abstinence chez le nouveau-né) 

R, BURTHiAULT. Pédiatrie [Pédiatrie] 39, 234-235, 1950. 


The author describes an obstetric case seldom 
encountered, the mother being a heroin addict, and the 
child showing typical signs of withdrawal crisis identical 
with those described by Péhu (Thése de Lyon, 1941). The 
patient was aged 30, a primigravida and 10 years married ; 
she first consulted the author when, according to her 
reckoning, confinement was overdue. The pregnancy 
was normal, but the patient’s well-dressed appearance 
contrasted ill with her lack of personal cleanliness, and 
she appeared mentally unstable. Ten days later she 
presented herself for admission, but was well advanced in 
the second stage of labour. Her husband, who accom- 
panied her, is described as tall and gaunt, with glistening 
but vacant-looking eyes, slovenly in dress and person, 
barely civil, and taciturn. The patient would make no 
effort to deliver herself, so an anaesthetic was given for 
forceps delivery. During induction she became extremely 
violent and deep anaesthesia was necessary. Delivery 
Was simple, and recovery satisfactory; the baby, a girl, 
had a good colour and weighed 3,600 g. (7-9 Ib). 


Exactly 24 hours later the child developed the follow- 
ing signs: crying, which was prolonged and piercing; 
restlessness, becoming extreme, but without convulsions; 
frequent yawning; and refusal to suck. After some 
hours the child was pale and sweating, with a tempera- 
ture of 40°C. (104° F.), the anterior fontanelle was 
tense, the spleen palpable, the urine concentrated and 
dark brown, and the stools loose. Rapid improvement 
followed the giving of morphine (3-3 mg.) hypodermically, 
combined with phenobarbitone by mouth (30 mg.). 

The patient’s history, divulged for the first time only 
after the development of symptoms in the child, was as 
follows: The father, aged 37, had begun taking morphine 
12 years before (following a fractured spine) and then 
became addicted to heroin in increasing doses, until his 
average was 400 mg. (64 gr.) daily hypodermically. 
Repeated courses of treatment and a term of imprison- 
ment had failed to cure him. The mother had become 
an addict 6 years previously and had soon reached and 
overtaken the husband’s dosage. She was taking 1 g. 
(154 gr.) of heroin daily at the beginning of pregnancy, 
but had reduced the dose to 400 mg. by the end; half an 
hour before delivery she had taken 40 mg. 

The infant was weaned, and “ detoxication” was 
carried out successfully in 8 days with diminishing doses 
of heroin and phenobarbitone. She made good progress 
and it was advised that she should be brought up away 
from home. V. Reade 


937. Toxicity of Mesantoin 

A. L. Deutscu, M. B. MiLperG, H. A. ABEL, and E. B. 
GrossMAN. New York State Journal of Medicine 
[N.Y. St. J. Med.] 50, 560-564, March 1, 1950. 24 refs. 


THERAPEUTICS 


938. Indications and Contraindications for Treatment 
with the Genes-Reznitskaya Diet. ([lokasaHua u 
MIpOTHBONOKasaHHA IA Teneca- 
Pe3sHHUKOH) 

Vv. M. KoGan-Jasnyy and T. K. DZJUBINSKAJA. 


‘Knunuyeckan Menuunna [Klin. Med., Mosk.] 28, 


No. 2, 52-56, Feb., 1950. 7 refs. 


In the Genes-—Reznitskaya diet just under half the 
available calories are provided by carbohydrate, the 
remainder being provided by fat and protein in the ratio 
of about 5 to 6 respectively. While the relative amounts 
of the three types of food were kept constant, there were 
three forms of the diet, the first yielding 1,827 Calories 
a day, the second yielding 2,577, and the third 3,488; 
which form was used depended on the age, build, and 
work of the patient. 

A series of 266 patients suffering from diabetes mellitus 
were studied. The amount of [presumably soluble] 
insulin given was between 30 and 80 units per day. The 
diet was originally designed not only to relieve the frank 
manifestations of diabetes mellitus, but also to allow 
positive carbohydrate balance and an ample diet which 
permitted raised resistance to infection and full capacity 
for work. 
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The experiments, carried out over a period of 2 years, 
led the authors to conclude that the following conditions 
are indications for the diet; (a) ketosis, (b) infantile and 
juvenile diabetes, (c) malnutrition, (d) tendency to hypo- 
glycaemia, (e) intercurrent infections and toxic states, 
(f) hepatic, renal, and cardiovascular disease and peptic 
ulceration, and (g) diabetes in pregnancy. On the other 
hand, the following conditions were considered contra- 
indications: (h) mild diabetes, not requiring insulin, 
(i) diabetes of the obese middle-aged, (j) marked insulin- 
sensitivity, (kK) insulin-resistant diabetes, in which the 
carbohydrate eaten cannot be effectively balanced by 
insulin, and (/) diabetes associated with a gastro-intestinal 
disorder (for example, achylia, diarrhoea, and some 
types of enterocolitis), in which a high-calorie diet, small 
in bulk and rich in protein, should be given. 

Jeffrey Boss 


939. Cardiovascular, Renal and General Effects of 
Large, Rapid Plasma Infusions in Convalescent Men 

J. R. Witson and C. R. Harrison. Journal of Clinical 
Investigation [J. clin. Invest.] 29, 251-257, Feb., 1950. 
1 fig., 48 refs. 


Amounts of plasma ranging from 900 to 1,955 ml. were 
given in infusions lasting 54 to 60 minutes to 10 con- 
valescent patients. There were no serious general effects, 
but pyrexia and urticaria were noted. The haematocrit 
value fell, and the blood volume (as estimated by the 
dye method) increased. The venous pressure and mean 
arterial pressure rose considerably. The clearance of 
p-aminohippuric acid (PAH) and of exogenous creatinine 
increased, the peak being about 25 minutes after infusion. 
Diuresis averaged 10-9 ml. per minute above the control 
rate of urine flow, and was maximal 15 to 20 minutes after 
the peak of the creatinine and PAH clearances. The 
ratio of creatinine clearance to PAH clearance was 
reduced, which is thought to indicate decreased renal 
vascular resistance. D. A. K. Black 


940. Studies on Neuromuscular Dysfunction, XII: 
Rhythmic Stabilization; a New and More Effective 
Technique for Treatment of Paralysis Through a Cere- 
bellar Mechanism 

H. Kapat. Permanente Foundation Medical Bulletin 
[Permanente Fdn. med. Bull.) 8, 9-19, Jan., 1950. 2 refs. 


The author discusses the deficiencies in accepted tech- 
niques of neuromuscular re-education in cases of 
paralysis and considers that too much stress is placed on 
the avoidance of fatigue, on passive movements, and on 
relaxation, that premature attempts are made to develop 
skilled activities, that excessive use is made of assisted 
motion, and that heat, massage, light, and baths are of 
little value except as adjuncts to therapeutic exercise. 
Reinforcement techniques for initiating active motion 
in severely paralysed muscles apparently act through 
stimulation of central mechanisms which produce the 
effective discharge of a greater number of anterior horn 
cells than results from maximal effort against resistance. 
The author suggests that recovery from paralysis due, for 
example, to a cerebral thrombosis results from the use of 
other pathways, especially the extrapyramidal tracts, 


compensating for the loss of the corticospinal pathway 
and taking over the function of voluntary motion, and 
suggests that this mechanism may be encouraged by 
suitable measures. Methods of reinforcement of 
voluntary motion include: mass movement patterns— 
presumably extrapyramidal—such as mass flexion of 
neck, trunk, and legs carried out against resistance to 
reinforce paralysed rectus abdominis muscles: postural 
mechanisms; stimulation of synergists; voluntary 
activation of another motion of the same muscle group; 
excitation of simple reflexes such as the stretch reflex and 
the von Bechterew reflex; utilization of the most favour- 
able position for innervation of the muscle: and 
symmetrical motions carried out bilaterally. 

The author describes a further measure which he calls 
“rhythmic stabilization’. He comments on_ the 
inability of a patient with a cerebellar lesion to keep a 
joint rigid against rapidly alternating resistance by 
correspondingly rapid alternate isometric contractions of 
both antagonists. In patients with intact cerebellar 
function, the carrying out of this procedure actually 
produced an increase in power of muscular contraction 
of both antagonists which appeared to build up rapidly 
and, in one case of residual poliomyelitis quoted, was 
maintained for some 10 to 15 seconds afterwards. With 
repeated application the period of reinforcement gradually 
increases. It is suggested that this phenomenon was due 
to the formation of a new pathway for voluntary motion 
through a different central mechanism and that, since 
ordinary gymnastic treatment had produced no such 
increase in power, this patient had a large number of 
dormant anterior horn cells which were not stimulated 
by maximal voluntary effort even against maximal 
resistance. Further experience has shown that this 
method is particularly effective in improving voluntary 
contraction of a paralysed muscle if its antagonist is less 
severely paralysed. It has been found effective in many 
cases to combine rhythmic stabilization with other rein- 
forcement methods. Striking improvement in spasticity 
and range of passive motion has been observed as a 
result of rhythmic-stabilization therapy in patients with 
corticospinal lesions. The relaxation of spasticity 
persists for only a short time at first, but this period 
increases gradually and with continued therapy significant 
relaxation of spasticity has occurred more rapidly than in 
response to any other type of treatment. 

The essential role of the cerebellum in rhythmic 
stabilization is shown by the fact that patients with 
cerebellar lesions, or a combination of corticospinal and 
cerebellar lesions, as in disseminated sclerosis, usually 
failed completely to carry out rhythmic stabilization. 
In one case of disseminated sclerosis with unilateral 
cerebellar involvement the method was effective in 
improving voluntary motion on the unaffected side, but 
could not be carried out on the affected side. 

N. S. Alcock 


941. Rotary Movements and Functional 
With Some Reference to Rehabilitation 

M. A. MAcConalLL. British Journal of Physical Medi- 
cine [Brit. J. phys. Med.] 13, 50-56, March, 1950. 11 
refs. 
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942. A Comparative Study of the Temperature Changes 
Produced by Various Thermogenic Agents 

A. J. W. D. and H. M. Hines. Archives 
of Physical Medicine [Arch. phys. Med.] 31, 151-156, 
March, 1950. 6 refs. 


The authors made a comparative study of the tempera- 
ture changes induced in the living and dead tissues of 
dogs by oscillating currents with wave-lengths of 
1,600 cm., 75 cm., 12:25 cm., 8-5 cm., and 3 cm. respec- 
tively and by the infra-red part of the electromagnetic 
spectrum. The temperature in the hind limb was 
recorded with a needle thermocouple at four different 
depths of tissue—skin, subcutaneous, 1-5 cm., and 3 cm. 

High-frequency electromagnetic waves produced 
greater temperature elevations in the more superficial 
than in the deeper tissues. The increment of temperature 
was greater in the first 10-minute period of irradiation 
than in the second 10 minutes in living tissue, but high- 
frequency irradiation caused a greater increase in tempera- 
ture in dead tissue than in living tissue during compar- 
able heating periods. The ratio between the temperature 
increase at 3-cm. depth and that at 1-5-cm. depth was 
greater for the longer than for the shorter wave-lengths, 
whereas the ratio at the subcutaneous and 1-5-cm. levels 
was greater for the shorter than for the longer wave- 
lengths. The authors wisely point out that amounts 
of temperature increase alone are not necessarily an 
indication of the quantity of energy absorbed by the 
tissues, and as the different levels at which the recordings 
were made presented different gradient and vascular 
patterns it was difficult to determine where the greatest 
amount of energy absorption occurred during the 
experiments. M. H. L. Desmarais 


943. Effect of Hot Packs on Peripheral Circulation 

E. M. Krusen, K. G. WaAkIM, U. M. LEDEN, G. M. 
MarTIN, and E. C. ELxins. Archives of Physical 
Medicine [Arch. phys. Med.] 31, 145-150, March, 1950. 
7 refs. 


This study by a team from the Mayo Clinic demon- 
strated a definite rise in skin temperature by the 
application of hot packs, and some increase in blood flow 
as confirmatory evidence of the value of this method 
“ extensively used to relieve pain and discomfort in acute 
poliomyelitis’. Skin temperature was measured by 
skin thermocouples, and blood flow by venous-occlusion 
plethysmograph. Fifty sets of observations were made 
and the packs applied in various combinations at 
different sites and at different time intervals. The rise in 
skin temperature recorded was maintained above that of 
the controls for at least one and a half hours. Repeated 
applications every 15 minutes raised the skin temperature 
and blood flow to highest levels. The absence of a 
Statistically significant difference in blood flow with 
repeated as opposed to single applications suggests that 
frequent changes of pack may be of no great value. 
Statistically significant increases in blood flow were 
found in both upper and lower limbs after most applica- 
tions of packs. When packs were applied to only one 
limb, however, insignificant increases in blood flow were 
produced in the contralateral limb. Packs had their 

M—R 


greatest effect when applied as hot as could be tolerated 
and fairly moist. The authors question whether these 
methods are necessarily better than others for obtaining 
similar results. Harry Coke 


944. Transfusion of Leukocytes Labeled with Radio- 
active Phosphorus 
A. S. WEISBERGER, R. W. HEINLE, J. P. STORAASLI, 
and R. HANNAH. Journal of Clinical Investigation [J. 
clin. Invest.] 29, 336-341, March, 1950. 3 figs., 2 refs. 


The authors studied the disappearance of transfused 
leucocytes from the circulating blood by determining the 
radioactivity in various tissues following the transfusion 
of leucocytes labelled with radioactive phosphorus 
(P?). In rabbits killed 30 minutes after intravenous, 
intra-arterial, or intra-aortic injection of these cells, 
most of the radioactivity was found in the lungs, micro- 
scopical examination of which showed engorgement of 
the interalveolar septa with leucocytes. In rabbits 
killed 4 to 6 hours after injection, most of the radio- 
activity was found in the liver and spleen. It is evident 
that the lungs have a specific action in removing trans- 
fused leucocytes from the circulation. The shift of 
radioactivity away from the lungs to the liver and spleen 
probably represents destruction of the transfused 
leucocytes, but may represent migration of intact leuco- 
cytes. However, it seems unlikely that the transfused 
cells subsequently reappear in the circulation in 
appreciable numbers, since there was no change in the 
radioactivity of the peripheral blood. The leucocytes 
used here retained normal staining reactions, motility, 
and phagocytic action after labelling with P** and can 
therefore be assumed to be as nearly normal as the 
leucocytes in stored blood used for transfusion. 

Harold Caplan 


945. A Mechanical Heart with Coagulable Blood 
L. BruLL. Science [Science] 3, 277-278, March 17, 
1950. 1 fig., 1 ref. 


This is a preliminary report from the University of 
Liége on an artificial heart which allows the use of fresh 
blood taken without an anticoagulant from a living 
animal. This is possible because in the complete 
preparation the blood does not come into contact with 
anything else than vascular endothelium. The cannulas 
are lined with veins [presumably taken from another 
animal] and the blood is propelled by rotating cylinders 
pressing upon a dissected aorta. This aorta is encased 
in rubber tubing and rests on soft rubber in a groove. 
The pressure of the cylinders and their speed of rotation 
can be adjusted so that both the volume and rate of flow 
through the system are variable. The peripheral 
resistance can be varied by the insertion of a shunt 
previously described by the same author (4rch. int. 
Physiol., 1936, 44, 1) and consisting of part of a carotid 
artery upon which varying pressure is exerted. A 
manometer is connected to the circuit, and after perfusion 
the blood is returned into the donor animal. It is claimed 
that pressures up to 300 mm. Hg and an output of 700 
to 1,000 ml. per minute have been achieved with this 
circuit and that it has been successfully used to perfuse 
kidneys. E. M. Glaser 
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946. Differentiation and Irradiation. [In English] 
S. R. ANpDERSEN. Acta Radiologica [Acta radiol., 
Stockh.) 33, 57-68, Jan., 1950. 6 figs., 24 refs. 


The investigation recorded here was undertaken in 
an attempt to find out whether radiation can induce 
increased differentiation in malignant tumours and, if so, 
whether the curative effect is partly or wholly due to 
differentiation. The material comprised the following 
types of tumour: (1) Squamous cell carcinoma (a) trans- 
planted into mice; (6) human skin carcinoma; 
(c) human cervical carcinoma; (2) Adenocarcinoma 
(a) mammary carcinoma transplanted into mice; (4) 
human mammary carcinoma; (3) Sarcoma (a) spindle- 
cell sarcoma transplanted into mice; (4) chondro- 
sarcoma transplanted into mice. 

The animal material was treated with x rays by a 
technique as close as possible to the fractionation used for 
human therapy. Human tumours received the customary 
irradiation given at the Radium Centre in Copenhagen. 
Specimens, whether of animal tumours or of human 
tumours, obtained at biopsy were stained with haema- 
toxylin-eosin or by the method of van Gieson—Hansen; 
in some cases keratin staining was also used. It was 
found that there was little difference in the degree of 
differentiation when specimens taken before and after 
irradiation were prepared and that the interpretation of 
such changes as are seen is subject to wide variation. 

Conclusions reached are: (1) Therapeutic irradiation 
of a number of theoretically suitable tumours with 
x rays and radium is not followed by histologically 
demonstrable changes which can be interpreted as criteria 
of differentiation in our present state of knowledge of 
morphology. (2) The dosage in clinical radiotherapy 
should not be adapted to alterations, if any, in the 
differentiation during or after irradiation; histologically 
demonstrable reaction in a malignant tumour during 
irradiation is inapplicable as a means of foretelling the 
clinical response of the tumour to the radiation. (3) The 
histologically demonstrable changes in the irradiated 
tumours are signs of degeneration, interpretable as 
non-specific, for their individual elements are frequently 
found (in a milder degree, it is true) in the untreated 
tumours. M. C. Tod 


RADIOTHERAPY 


947. Problems in the Treatment of Trigeminal Neuralgia. 
(Probleme zur Therapie der Trigeminus-Neuralgie) 

G. ScuHuLtte and K. Krautzun.° Strahlentherapie 
[Strahlentherapie] 81, 301-304, 1950. 


Idiopathic trigeminal neuralgia is one of the most 
intractable of therapeutic problems—even surgical 
failures are frequent. The authors believe the causative 
lesion to be a vasomotor upset. Irradiation of the peri- 


pheral parts of the nerve, including the ganglion, has 
had some success, improvement beginning in 10 to 14 
days, that is, after the vascular changes of the erythema 
reaction, and the dosage used being too low to affect the 
nerve tissue directly. Improved results were obtained by 
irradiating the vessels supplying the medulla (territory 
of the vertebral artery). The technique was simple, 
deep x rays being given over a single 8 x 10 cm. field at 
45 degrees from the back over the upper cervical 
vertebrae, in a dose of 150 to 180 r at 30 cm. F.S.D, 
[It is not stated whether the dose is surface- or depth- 
dose.] Good results usually follow a single dose, but 
occasionally a second or third is needed, at 4 to 6 weeks’ 
interval. In the authors’ series of 34 cases treated by this 
method results, up to 2 years, have been surprisingly 
good; even in apparently hopeless cases following 
surgical failure a response was obtained. J. Walter 


948. A Histopathologic Study of Radiation Injuries of the 
Skin 

H. A. Teton, M. L. Mason, and M. C. WHEELOCK. 
Surgery, Gynecology and Obstetrics [Surg. Gynec. Obstet.] 
90, 335-348, March, 1950. 16 figs., 35 refs. 


A report is given of the pathological findings in 121 
cases of post-radiation dermatitis, including 34 cases of 
x-ray induced skin carcinoma, of which 23 occurred in 
x-ray workers, 10 followed therapy for benign conditions, 
but none followed therapy for malignant conditions. A 
histological classification of radiation dermatitis is 
suggested based on epidermal changes tending to 
malignancy. Atrophy, acanthosis, hyperkeratosis, and 
parakeratosis are benign changes. Dysplasia (abnormal 
or atypical epidermal cells) and dyskeratosis (variation 
from the normal differentiation of epidermal cells) are 
regarded as precancerous changes. 

Histological changes found in the corium included 
obliterative endarteritis and a tendency to hyalinization. 
The sebaceous glands were found to be more susceptible 
to radiation than the hair follicles, and the sweat glands 
were the most resistant to radiation injury. Of the skin 
cancer cases, the vast majority were squamous-celled 
in type and of a low-grade malignancy, local spread being 
slow owing to the skin changes. It is concluded that 
radiation exerts a direct carcinogenic effect on epidermal 
tissue, the precancerous nature of dysplasia being 
particularly stressed. Basil A. Stoll 


949. The Effects of Irradiation with Fast Electrons on 
Human Skin. (Die Wirkung der Bestrahlung mit 
schnellen Elektronen auf die menschliche Haut) 

R. K. Kepp. Strahlentherapie [Strahlentherapie] 81, 
201-214, 1950. 8 figs., 12 refs. 


The distinctive feature of fast electrons, as compared 
with x rays, is that the maximum dose is achieved deep to 
the surface, at about one-third of the full electron range, 
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and is followed by a very rapid fall of dose. To compare 
the effects of these two types of radiation on skin, multiple 
fields were exposed on the upper anterior thigh in 
10 female patients. Factors were: x rays at 180 kV, 
H.V.L. 0-9 mm. Cu, 110-6 r per minute, F.S.D. 23 cm., 
field 2 2 cm.; electrons at 2 to 4 MeV, 300 or 1,000 r 
per minute, wooden diaphragm 4 cm. thick, elliptical 
field 3 « 2-5 cm. (5-9 sq. cm.). Reactions were observed 
for 40 days, with daily photometric measurements, after 
“single-shot” doses of 900 r to 1,400 r had been 
administered. 

X rays caused no exudative reaction at all. After 
irradiation with fast electrons an early erythema, 
comparable with that seen after irradiation with x rays, 
appeared in 2 to 4 hours, lasting 2 to 3 days. A second 
wave appeared in 5 to 7 days and differed from the 
reaction which appeared at the same time in the x- 
irradiated group in the steeper rise and greater maximum 
level of its intensity; it gave a deep, reddish-brown 
pigmentation, whereas the x-ray reaction was much paler. 
With electrons the peak reaction was reached more rapidly 
than with x rays (23 to 35 days compared with 28 to 
42 days), and was more acute clinically, with moist 
exudation followed by thick scabs. Healing was rapid 
and complete in 20 days after the appearance of exuda- 
tion. The higher the dose of electrons given, the greater 
the voltage at which they were generated, or the faster the 
dose-rate, the steeper was the rise in intensity of the 
reaction, and the earlier and greater the maximum. 

It is suggested that the explanation of these dif- 
ferences lies in the high sub-surface dose of electrons 
affecting tissues of importance in the erythema reaction. 
Taking all factors into account, however, it is concluded 
that there is no essential biological difference between the 
two radiations. J. Walter 


950. Electron Therapy of Human Skin Cancer with a 6- 
Million Electron-volt Betatron. (Elektronentherapie 
menschlicher Hautkarzinome mit einem Betatron von 
6 Millionen Elektronen-Volt) 

H. G. Bope, W. PauLt, and G. ScHuBERT. Strahi- 
entherapie [Strahlentherapie] 81, 251-266, 1950. 19 figs., 
16 refs. 


Physical details of the Siemens betatron (an electron 
accelerator) are given, including dose measurements and 
ionization-chamber readings. The distinctive feature of 
high-voltage electron therapy, as compared with x-ray 
or radium therapy, is that the maximum dose occurs deep 
to the surface, followed by a very rapid fall-off (giving 
complete protection to the deeper tissues). The higher 
the voltage, the deeper is the site of the maximum dose. 
The output in this case was 2,000 r per minute -at the 
treating distance of 35 cm.; the fields were delimited 
by wooden diaphragms and homogeneous irradiation 
could be obtained over a field 66cm. The biological 
effects of irradiation with electrons were compared with 
those of x rays at 200 kV on a variety of test objects 
(bacteria and Drosophila eggs); in most cases electrons 
had rather less effect, dose for dose, than x rays. One 
interesting observation was that in the case of barley 
embryos, doses up to 1,500 r caused stimulation of 
growth in addition to the expected damaging effect. 


The effects on chromosomes were tested and the damage 
caused by electrons found to be rather less than with the 
same dose of deep x rays; this, combined with the 
comparatively low ion density produced in tissue, 
suggests that there is little danger of electron therapy 
causing the serious late clinical effects occurring after 
neutron therapy. The skin erythema produced by 
electrons showed some differences from that following 
exposure to x rays; the reaction was in 2 waves instead of 
3, the peak was reached rather earlier, and recovery was 
more rapid; this is ascribed to differences in the spatial 
distribution of ions. 

For the purposes of therapy, the “‘ therapeutic range ” 
of electrons was taken as two-thirds of the full electron 
range, that is, the point where, after the maximum, the 
dose falls again to the surface level (100°%). A series of 
55 cases of skin neoplasm, mostly basal-cell or squamous 
carcinoma, were treated; in 3 cases small metastases 
were also treated. Primary success was achieved in all 
cases. A “single-shot”? was given, the surface dose 
being at first 2,000 r, on the basis of experience with 
contact x-ray therapy. However, it soon appeared that 
the enhancement of maximum dose deep to the surface 
more than outweighed the inferior biological effect as 
compared with x rays, and the dose was changed to 
1,500 r. [In the cases illustrated the voltage used was | 
2 to 3 MeV giving a maximum dose of 140 to 150% 
at 3 to 4 mm. as compared with 220% at 7 mm. and 
6 MeV.] Deepening erythema went on to peeling in 8 to 
12 days, with healing in 4 to 6 weeks. The scope of 
** single-shot ’’ treatment is considered to be wider than 
with x rays. Possible applications of electron therapy in 
superficial lesions are numerous, for example, the treat- 
ment of angiomata without affecting the underlying 


bone. J. Walter 
951. Irradiation as the Preferred Treatment of Cancer of 
the Lip 


G. S. SHARP, H. F. WILLIAMS, and R. E. PuGH. Journal 
of the American Medical Association [J. Amer. med. Ass.] 
142, 698-707, March 11, 1950. 17 figs., 14 refs. 


The results of treatment by irradiation in 208 cases of 
carcinoma of the mucous surface of the lip are reported. 
The better cosmetic result with radiotherapy than with 
surgery is stressed, but the authors emphasize that 


accurate calculation of the tumour dose, and irradiation 


of as small a volume of normal tissue as possible, are 
essential. Leukoplakia was observed as a precancerous 
lesion in one-third of all cases. The authors advise 
mucosal resection, with cheiloplasty if necessary, for 
leukoplakia, and the use of contact x rays or the beta-ray 
plaque for hyperkeratoses. In this series 84% of the 
cases were placed in stage I (lesion smaller than 2 cm. in 
diameter). Histologically, 61°% were classified as grade I 
and a further 38% as grade II. In only 4:3% of cases 
were there metastases in lymph nodes initially, and these 
developed later only in a further 4-3°% of cases. 

For lesions up to 3 mm. in depth a standard radium 
applicator 1-51 cm. in size and containing 20 mg. of 
radium with equivalent filtration of 0-5 mm. platinum is 
used. A single application of 18 to 24 hours is used, to 
give a dose at 3 mm. depth of 6,000 gamma roentgens. 
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In the case of deeper lesions surface radium was applied 
simultaneously with implantation of interstitial radium. 
The use of 100 kV x-ray therapy was restricted to cases 
unsuitable for radium therapy. Excluding untraced 
patients, 83-2% have remained free from recurrence 
for 5 years or more, and a further 12-5% died in the 
period free from the disease. There was a cure rate of 
100% in stage-I cases, but in cases with lymph-node 
involvement there were only 61% of cures. 

Basil A. Stoll 


952. The Effect of Several Antihistaminic Drugs on 
Mortality Due to X-irradiation 

T. J. Hatey and D. H. Harris. Stanford Medical 
Bulletin [Stanford med. Bull.| 8, 1-7, Feb., 1950. 2 figs., 
23 refs. 


A study has been made of the effect of several anti- 
histaminic drugs on mortality due to x-irradiation in 
guinea-pigs. The drugs investigated were synergistic 
with the radiation, increasing its lethality. A significant 
decrease in the coagulation time was observed after 
antihistaminic therapy in both the medicated and the 
medicated irradiated groups. The antihistaminic drugs 
caused a pronounced leukocytosis in normal guinea-pigs 
that received the drugs daily for periods of 14 to 23 days. 
Gall bladder rupture and enlargement of the common 
bile duct and gall bladder were observed in guinea-pigs 
chronically medicated with antihistaminic agents. 
Pyranisamine was the only drug investigated that caused 
ulceration and perforation of the stomach. The leuko- 
cyte count in x-irradiated, medicated or nonmedicated 
guinea-pigs follows the pattern seen in other species after 
irradiation.—[Authors’ summary.] 


See also Section Cardiovascular Disorders, Abstract 
1063. 
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953. The Behaviour of the Sella Turcica in Intracranial 
Pathological Processes. (Das Verhalten der Sella 
turcica bei pathologischen endokraniellen Prozessen) 

R. Lorenz. Fortschritte auf dem Gebiete der Réntgen- 
strahlen (Fortschr. Réntgenstr.] 72, 20-31, Nov., 1949. 
2 figs., 6 refs. 


In a previous paper the author described a new method 
of measuring the sella on x-ray films, which enabled 
him to diagnose even very moderate deviations from the 
normal size. He analyses now 490 cases of intracranial 
tumour, of which 260 (53%) showed enlargement of the 
sella. If pituitary adenomata and Rathke-pouch tumours 
are excluded, of 438 cases 208 (47:5%) showed an 
enlarged sella on x-ray films. ‘The author finds that the 
site of the lesion is of decisive importance in producing 
these changes: he believes that some conclusions may be 
drawn as to the type of tumour, if sellar changes are 
present and the site of the lesion is known. 

In 5% of the cases (22 cases out of 438) the sella was 
smaller than normal; this was probably due to a consti- 
tutional abnormality. F. K. Kessel 


954. Cerebral Angiography in “‘ Brain Tumor Suspects * 
G. G. CULBRETH, A. E. WALKER, and R. W. Curry. 
Journal of Neurosurgery [J. Neurosurg.) 7, 127-138, 
March, 1950. 8 figs., 50 refs. 


The authors report on a series of 93 angiograms 
obtained from patients suspected of cerebral tumour and 
seen at the Johns Hopkins Hospital. The routine 
technique, with 35% “diodrast’’, is described. In 
31 cases the angiogram was normal; one patient with a 
thalamic tumour had a normal angiogram. The 
diagnosis made by angiography was verified at operation 
in 54 cases. Location by angiography was successful in 
39 out of 42 verified tumours. The various patterns of 
vascular displacement and the angiographic charac- 
teristics of particular tumours are briefly surveyed. 
The authors discuss the various vascular malformations, 
but mention that they have only demonstrated arterio- 
venous angiomata arteriographically. 

The authors regard angiography as superior to ventri- 
culography in the location of supratentorial tumours, 
except those in the basal ganglia, the inferior temporal 
region, and the occipital lobe. Aneurysms are not 
discussed in this paper. Transient hemiparesis or aphasia 
occurred in 4 of 96 patients, and in one case of suspected 
cerebral thrombosis the procedure probably hastened 
death. J. Foley 


955. Cerebral Angiography Recorded  Cinefluoro- 
graphically 

H. Gass, S. WEINBERG, A. CRAIG, J. J. THOMPSON, 
and F. DRrEISINGER. Journal of Neurosurgery [J. Neuro- 
surg.] 7, 139-145, March, 1950. 5 figs., 3 refs. 


A cinefluorographic apparatus has been constructed at 
Strong Memorial Hospital, Rochester, New York, by 
which the lateral view of a cerebral arteriogram can be 
recorded over a period of 34 to 5 seconds. The authors 
use a percutaneous technique of angiography under 
“* sodium amytal ”’ sedation, with 8 ml. of 50°, diodone. 
The images on a fluorescent screen are photographed by 
a 35-mm. cine camera with f/0-85 lens and a DuPont- 
Patterson E-2 screen, using ‘“linograph’’ ortho- 
chromatic film, the camera speed being 60 frames a 
second. A print is later made on 16-mm. film for con- 
venience of projection. By means of half-wave rectifica- 
tion, the x rays generated during the shutter-closed 
periods are suppressed, so that there are 60 exposures, 
each of sith second, every second. Factors of 100 kV 
and 150 mA, with a filter of 1 mm. aluminium, give a 
half-value layer of 2 mm. aluminium and an estimated 
erythema threshold of 350 r. The target-screen distance 
varies between 28 and 30 inches (71 and 76 cm.), resulting 
in a total dose to the patient of 20 to 25 r. The cine- 
fluorographic technique has been described previously 
by Ramsey et al. (Radiology, 1949, 52, 684), and has now 
been applied in 20 cases; it was found that if the patient 
rolled his head it did not spoil the picture, but rather 
served to bring out additional detail. Unfortunately 
the venous phase is not adequately visualized by this 
method. 

The procedure has the advantages that a small volume 
of contrast medium suffices, its course can be followed in 
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slow motion, and the cause of failure of a vessel to fill can 
be confidently diagnosed, while by rotation of the head 
the depth of any vessel can be estimated. Disadvantages 
are considerable loss of definition, the poor phlebogram, 
and the impracticability, at present, of an antero-posterior 
view. Frames are reproduced from cinefluorographic 
angiograms of 2 normal subjects, one case of thrombosis 
of the internal carotid artery, and one of angiomatous 
malformation; the individual arteries can be seen quite 
clearly. J. Foley 


956. The Roentgen Appearance of Thyroid Metastases 
in Bone 

R. S. SHERMAN and M. IvKER. American Journal of 
Roentgenology and Radium Therapy [Amer. J. Roentgenol.] 
63, 196-203, Feb., 1950. 8 figs., 10 refs. 


The authors have studied the radiological features of 
35 cases of metastases in bone of proved thyroid origin. 
The lesions were predominantly osteolytic in character, 
of rounded or oval form, and involving the medullary 
cavity at an early stage, with extension into, and destruc- 
tion of, the cortex. In about half the cases more than 
one bone was involved. The x-ray appearance of the 
interior of the lesion was either of lack of structure or of 
fine trabeculation, generally incomplete. When there was 
bone proliferation, it occurred in the form of scattered, 
amorphous, calcified deposits and strands, with possibly 
some increased density at the periphery of the lesion. 
Extension into peri-osseous tissues was slight or moderate 
in degree, and there was a uniform absence of periosteal 
reaction. A striking feature was the tendency of the 
growth to spread across joints to adjacent bones, this 
contiguous destruction being unusual in bone metastases. 
The lesions proved generally to be radio-resistant, and, 
although some cessation of growth was noted in a few 
cases, there was little alteration in basic structure as a 
result of irradiation. A. M. Rackow 


957. Hodgkin’s Disease of the Lung: Roentgen Appear- 
ance and Therapeutic Management 

A. SHEINMEL, B. Roswit, and L. R. LAwrENcE. Radio- 
logy [Radiology] 54, 165-179, Feb., 1950. 5 figs., 25 refs. 


This report is based on a radiological survey of 
35 cases of pulmonary parenchymal involvement in 
Hodgkin’s disease amongst patients of the U.S. Veterans’ 
Administration Hospital, Bronx, N.Y. The authors 
have adopted, with slight modifications, the classification 
of radiological appearances found in such cases originally 
drawn up by Verse: I. Direct invasion of the lung in the 
presence of mediastinal nodal disease. II. Peri- 
bronchial or endobronchial infiltration in the presence of 
mediastinal nodal diseases. III. Massive homogeneous 
infiltration—so-called ‘* lobar infiltration ’— with vary- 
ing degrees of mediastinal nodal disease. IV. Lobular 
infiltration with varying degrees of mediastinal nodal 
disease. (1) Punctate and/or mottled opacities of 
variable extent, usually basilar, unilateral, or bilateral. 
(2) Circumscribed, nodular opacities (a) solitary, iso- 
lated; (5) solitary, in the presence of extensive disease 
elsewhere in the pulmonary parenchyma; or (c) multiple, 
diffuse, bilateral, and ultimately coalescent. (3) Con- 


fluent, irregular opacities (a) solitary; (6) multiple; or 
(c) widely disseminated and ultimately coalescent. 
V. Generalized dissemination. (1) True miliary spread. 
(2) Lymphangitic spread. 

It will thus be seen that there is no typical x-ray 
manifestation of pulmonary lymphadenomatosis, but 
that the appearances are protean, even to the extent of 
the development of cavitation. The differential diagnosis 
is, therefore, from tuberculosis, pulmonary abscess, 
peribronchial inflammatory disease, lobar pneumonia, 
primary bronchial neoplasm, metastatic infiltration of 
both nodular and lymphangitic types, mycotic infection, 
and miliary sarcoidosis. In this series the incidence of 
the nodular type of infiltration (12 out of 35 cases) was 
unusually high. 

Before January, 1947, radiotherapy was the only form 
of treatment employed, and was given daily, the daily 
tumour doses being 150 to 200 r and the total dose 
1,500 to 2,000 r. If necessary, irradiation was con- 
tinued to a total of 2,500 to 3,000 r. The technical 
factors usually employed were: 200 to 220 kV, 15 to 
20 mA, with Thoraeus filter and 50 cm. target-skin 
distance. After January, 1947, nitrogen mustard was 
employed in those cases in which irradiation was no 
longer considered advisable. The drug was given 
intravenously in doses of 0-1 mg., per kg. body weight 
on 4 consecutive days, the course being repeated at 
intervals of not less than 4 weeks if necessary. All types 
of lesion with the exception of the lymphangitic type 
responded favourably in a majority of cases to both 
radiation therapy and nitrogen mustard, but there was 
no type of lesion in which a favourable response could be 
predicted with certainty. Even in the same patient one 
pulmonary focus might respond to direct irradiation, 
whereas a concomitant lesion of a similar kind elsewhere 
in the lung, similarly treated, might show no change. 

The development of pulmonary lesions, other than an 
isolated focus, in Hodgkin’s disease is considered by the 
authors to suggest a more aggressive type of disease, but 
its prognostic significance is doubtful. L. G. Blair 


958. A Method of Double-contrast Roentgen Examina- 
tion of the Small Intestine 

J. FRIEDMAN and L. G. RIGLeR. Radiology [Radiology] 
54, 365-379, March, 1950. 11 figs., 49 refs. 


The ingenious methods for radiological examination of 
the small intestine which have been suggested from time 
to time are reviewed. The authors use a triple-lumen 
Miller-Abbott-tube. Two of the three tubes are used to 
inflate balloons, one of which is attached distally and the 
other about 25 cm. proximally. The third tube which 
opens between the two balloons is used to suck off excess 
intestinal secretion and inject a mixture of barium 
sulphate and air. It is then easy to avoid the two major 
difficulties, overlapping of overfilled coils and the presence 
of dilated loops filled with secretion which dilutes the 
barium. The indications for using this troublesome 
procedure are: (1) cases of persistent intestinal bleeding 
for which no cause can be found in the stomach 
or colon; (2) presence of a suspicious area in routine 
follow-through films; (3) cases with a marked motor 
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disturbance of the small intestine and dilated loops of gut 
which are filled with secretion. 

[Theoretically this should be the best method of 
obtaining films of suspicious areas of small intestine, 
but the reproductions illustrating the article are 
disappointing. Denys Jennings 


959. The Superiority of Diiodine Derivatives over 
Tetraiodine Derivatives for Cholecystography. (Per- 
fectionnement de la cholécystographie par substitution 
des dérivés di-iodés aux dérivés tétraiodés) 

G. Hevaine. Presse Médicale [Pr. méd.| 58, 244-245, 
March 11, 1950. 19 refs. 


Graham and Cole discovered in 1924 that the gall- 
bladder was rendered radio-opaque by a solution of 
sodium tetrabromophenolphthaleinate injected intra- 
venously, and later substituted iodine for bromine. 
Intravenous cholecystography was followed by some 
cases of local or general accident. Even with oral 
ingestion the phenolphthalein still gave rise to complica- 
tions, such as diarrhoea, nausea, or vomiting. Great 
progress was made in 1940 by Dohrn and Dietrich who 
substituted cinnamic acid, a derivation of phenylacetic 
acid, for phenolphthalein. The resulting product, 
a-phenyl (diiodo-3 : 5-hydroxy-4-phenyl) propionic acid, 
(pheniodol), has been employed by the author, who 
considers it superior to tetraiodo compounds. Opacifica- 
tion is better. Excretion of the dye is rapid in both bile 
and urine. 

The author compares excretion of the dye with that 
of tetraiodo derivatives to the advantage of the former 
and sums up his findings and those of other authors thus: 
(1) The dose of pheniodol is smaller, 3 g. taken in one 
dose the previous night. (2) There is complete absence 
of digestive disturbance (nausea, diarrhoea). (3) The 
product is totally absorbed, thanks to the small molecule. 
(4) The presence of chronic enteritis does not prevent 
opacification and the dye can be absorbed by patients 
suffering from ulcer. (5) Urinary elimination causes 
slight burning on micturition. 

[A profuse bibliography is appended. A good case is 
made for the newer product, known by different names in 
different countries, “* priodax ’’ in America and pheniodol 
in Great Britain.] Geo. Vilvandré 


960. The “ Thoracic Waist ”’ . 

F. PotGar. American Journal of Roentgenology and 
Radium Therapy {Amer. J. Roentgenol.] 63, 345-353, 
March, 1950. 13 figs., 3 refs. 


A limited retraction of the lateral _— of the 6th to 
8th ribs can be observed in the majority of adults. The 
furrow thus produced is referred to by the author as the 
** thoracic waist’. This deformity begins to develop at 
the end of adolescence and becomes more accentuated 
with advancing age. On routine chest radiographs there 
is a narrowing of the intercostal spaces at the level of the 
waist and a torsion of the ribs round their long axis. 

The condition may be present only on one side and 
should be differentiated from localized retractions of the 
ribs caused by an intrathoracic pathological process. 
The author explains the thoracic waist as resulting from 


the law of “ pondero-elastic equilibrium of visceral 
cavities °’, in other words, from interaction between the 
weight of the trunk and the elastic suspensory apparatus 
of the thorax. The deformity is thus caused by the 
elastic cross-constriction of the erectly carried, loaded, 
and vertically distended thoracic cage. Owing to 
incomplete elastic recoil the constriction becomes per- 
manent and more marked with advancing age. 
A. Orley 


961. Tuberculosis of the Ribs 
S. A. LEADER. American Journal of Roentgenology and 
Radium Therapy [Amer. J. Roentgenol.] 63, 354-359, 
March, 1950. 6 figs., 19 refs. 


The radiographic appearances in three types of 
tuberculous lesion of the ribs are described and illustrated, 
namely, the expanding cyst-like lesion entirely situated 
within the rib, lesions involving the destruction of the 
lower border of the rib, and lesions causing complete 
destruction of the rib and resembling a malignant 
metastasis. The author notes the occurrence of com- 
plications, such as pathological fractures, tuberculosis of 
other bones, and occasional tuberculous mediastinal 
adenitis. A. Orley 


962. Malacia in Transcervical Fractures of the Talus 
W. J. CosGrove. American Journal of Roentgenology 
and Radium Therapy (Amer. J. Roentgenol.] 63, 363-367, 
March, 1950. 5 figs., 12 refs. 


The intrinsic blood supply to the body of the talus 
(astragalus) is extremely poor and this is the cause of the 
frequently observed aseptic necrosis of the bone which 
occurs in about 50% of fractures through the neck of 
the bone accompanied by subastragaloid dislocation. 
Early detection of devitalization of the bone, necessitating 
repeated radiological examinations, is of the utmost 
importance for the successful orthopaedic treatment of 
the crippling disability which would otherwise follow. 

A. Orley 


963. Arteriography in Bone Tumours 
R. Dos Santos. Journal of Bone and Joint Surgery 
[J. Bone Jt Surg.] 32, 17-29, Feb., 1950. 26 figs. 


The author shows that the appearance of the vascular 
pattern in arteriograms in cases of malignant bone tumour 
is quite characteristic. Serial arteriograms show the 
development of an irregular network of new blood 
vessels, which is quite different from the appearance of 
hyperaemia in osteomyelitis or tuberculous conditions, 
and demonstrate acceleration of the arterio-venous 
flow. Thorotrast has the property of selective fixation 
in the reticulo-endothelial system; its persistence 
within osteoclastomata for many months thus suggests 
that cells of that system may play a part in their patho- 
genesis. 

The technique is of particular value in diagnosis and 
assessment of malignancy, and as a guide to the response 
to treatment by irradiation. K. H. Pridie 


See also Section Cardiovascular Disorders, Abstract 
1043. 
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964. The Role of Lipids and Lipoproteins in Athero- 
sclerosis 

J. W. GOFMAN, F. LINDGREN, H. ELLiott, W. MANTZ, 
J. Hewitt, B. StrRisower, and V. HERRING. Science 
[Science] 111, 166-171 and 186, Feb. 17, 1950. 4 figs., 
6 refs. 


The relation of serum lipoprotein fractions to the 
incidence of atherosclerosis in the human subject and 
cholesterol-fed rabbit was studied. The fractions were 
prepared by ultracentrifugation and characterized by their 
flotation rates expressed in Svedberg units (S¢). 

After cholesterol feeding (3 g. a week) of rabbits a rise 
occurred in the serum level of the S¢ 5-8 component in 
all animals, a lipoprotein fraction containing approxi- 
mately 30% cholesterol by weight and normally present 
in rabbit sera. Some rabbits then developed a series of 
new cholesterol-bearing large molecules of the S¢ 10-30 
class, the level of Sg S—8 components remaining constant. 
These two groups of components may also be differen- 
tiated by differences in their hydrated densities. 
Necropsy showed that those animals with low levels 
of S¢ 10-30 components had at the most minimal athero- 
sclerosis while those with high concentrations of these 
materials had mild to severe atherosclerosis. Further 
evidence for the correlation of the S¢ 10-30 class materials 
with the onset of atherosclerosis was found, in that the 
rise in serum concentration of these substances only 
occurs after 30 to 40 days’ cholesterol feeding and only 
when the total serum cholesterol level is 200 to 250 mg. 
per 100 ml. 


Human studies showed that all sera had a lipoprotein 
fraction of S¢ 5-8 units, containing approximately 
39°, cholesterol and 25% protein by weight, and that 
some sera had components of S¢ 10-20 units, containing 
30% cholesterol but little or no protein; the latter are 
of lower hydrated density than the former. A study 
was made of the sera of men and women with: (a) no 
known disease (20 to 70 years of age); (6) diabetes (30 to 
70 years); (c) proved myocardial infarction (men 30 to 
70 years, women 50 to 70 years). Sera in the last group 
were collected at least 6 weeks after the infarction had 
occurred, and patients with coexistent hypertension 
were excluded. The incidence of measurable concentra- 
tion of Sg 10-20 components was significantly higher in 
males of the 20 to 40 age-group than in females; this 
component showed, in both sexes, a significant increase 
in the 40 to 70 year group compared with younger ages; 
there is probably a higher incidence of measurable 
concentrations of these components in diabetics than in 
normal subjects of the same age-group, but the number of 
cases was insufficient for a definite conclusion to be 
reached. All these findings point to a correlation 
between the S¢ 10-20 components and the known inci- 
dence of atherosclerosis in the groups studied. In 
101 of 104 patients with myocardial infarction measurable 
concentrations of Ss 10-20 components were present. 


In 20 patients whose intake of cholesterol and fats was 
restricted a fall in the serum level of the S¢ 10-20 frac- 
tion took place. Parallel determination of total serum 
cholesterol concentration in all the above cases faiied to 
reveal any correlation between this value and the level of 
S¢ 10-20 materials. F. W. Chattaway 
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965. Studies on the Lung after Ligation of the Pul- 
monary Artery. II. Anatomical Changes 

A. A. LieBow, M. R. HALEs, W. E. BLOOMER, W. HArRI- 
son, and G. E. LInpskoG. American Journal of Pathology 
[Amer. J. Path.] 26, 177-195, March, 1950. 16 figs., 
13 refs. 


After ligation of the pulmonary artery to one lung in 
dogs the bronchial arteries become so greatly enlarged 
that the total sectional area of their peripheral branches 
exceeds that of the pulmonary artery bed. Also, from 
the sixth sublobar bronchi onwards, pre-capillary anasto- 
moses between the two arterial systems become evident. 
The pulmonary artery distal to the ligature does not 
thrombose. 

[These results were obtained by the preparation of 
** vinylite *’ casts of great clarity and beauty.] 

D. M. Pryce 


966. A Study of the Effect of Adrenocorticotropic 
Hormone (ACTH) Upon the Experimental Cardiovascular 
Lesions Produced by Anaphylactic Hypersensitivity 

M. BERTHRONG, A. R. RICH, and P. C. GrirFITH. 
Bulletin of the Johns Hopkins Hospital (Bull. Johns Hopk. 
Hosp.] 86, 131-140, March, 1950. 10 refs. 


In the Pathology Department of the Johns Hopkins 
Medical School, this investigation was carried out 
with the object of discovering the effects of adreno- 
corticotrophin (ACTH) on diseases of the collagen 
group other than rheumatoid arthritis. 

Forty male albino rabbits, each weighing about 
2:3 kg., were given intravenously 10 ml. of sterile horse 
serum per kg. body weight. Skin tests were performed 
with 0-1 ml. of horse serum 12 days later to ensure 
that hypersensitivity had been induced. To 20 rabbits 
5 mg. ACTH was given every 6 hours for the first week. 
Those animals in which anorexia and weight loss had 
developed then received only 5 mg. per 24 hours and the 
rest 10 mg. On the 13th day the dose was increased to 
10 mg. per day for the animals with the greatest weight 
loss and 20 mg. for the rest. The animals were killed 
between the 15th and 18th days of the experiments. 

The average weight of the adrenals in the treated group 
was 47% more than in controls, and the average weight 
of the thymus was markedly reduced in the treated group 
compared with the controls. Histologically there was 
frank periarteritis nodosa in 25% of the treated animal 
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and 70°, of the controls, well marked endocarditis in 
10% of the treated and 50% of the control animals, 
and slight subendothelial infiltration in 25% of the 
treated group and in 90% of the controls. 

Peter Harvey 


967. Alkaline Phosphatase in Experimental Biliary 
Cirrhosis 

M. WACHSTEIN and F. G. ZAK. American Journal of 
Clinical Pathology {Amer. J. clin. Path.] 20, 99-115, 
Feb., 1950. 10 figs., 47 refs. 


The common bile duct and cystic duct of adult mongrel 
dogs and rabbits were ligated under ether anaesthesia, 
and liver specimens taken by biopsy. Serum bilirubin 
and serum alkaline phosphatase levels were estimated. 
Sections of tissue were fixed in cold acetone and stained 
by the Kabat and Furth modification (Amer. J. Path., 
1941, 17, 303) of Gomori’s method. 

In the 22 rabbits used serum alkaline phosphatase level 
rose sharply and did not return to a low value until the 
third week after duct ligation. Blood bilirubin level rose 
sharply and remained elevated. In 4 animals phospha- 
tase excretion in the urine was estimated before and after 
duct ligation; there was a slight rise in 3 cases and a 
marked one in the 4th. 

At necropsy liver necrosis was found in all those 
animals which had survived the obstruction for from 
19 hours to 12 days. After 48 hours bile thrombi were 
noticeable, and fibrosis and proliferation of the bile ducts 
were observed after 36 hours. There did not appear to be 
any significant increase in the alkaline phosphatase 
activity of tissues after the ligation. The bile itself was 
alkaline-phosphatase negative. 

Five bitches survived the operation, 3 were killed at 
44, 80, and 83 days respectively, and one survived for 
116 and one for 291 days. The serum alkaline phospha- 
tase level was markedly elevated in all the dogs. The 
blood bilirubin level also rose, but after about 60 days 
steadied down to 0-6 to 2-5 mg. per 100 ml. 

At necropsy the organs of dogs were bile-stained, there 
was slight fibrosis in the animal killed after 44 days, 
marked periportal fibrosis in those killed at 80 and 83 
days, and marked fibrosis in those which survived for 
116 and 291 days. There was a definite increase in the 
alkaline phosphatase activity of liver cells; this was 
especially marked round the sinusoids, but there was no 
increase in the necrotic cells. Though dilatation and 
pouching of the bile capillaries occurred no tears were 
seen. Peter Harvey 


968. A New Means of Detoxicating the Body by 
Replacing the Bile-Liver System by the Kidneys as 
Organs of Excretion of Substances Bound to Artificial 
Colloids 

R. ScHUBERT. Review of Gastroenterology [Rev. Gastro- 
ent.] 17, 165-179, March, 1950. 6 figs., 10 refs. 


[The author, who works in Tiibingen, Germany, has 
already published a number of papers in German 
medical journals; the details of his present article, in 
English, are not easy to follow. All the work reported 
was apparently done on small animals (guinea-pigs). 


The subject of his experiments is extremely interesting 
and novel.] Briefly put, the author’s idea was to change 
or add to the routes by which toxic substances are 
removed from the body. Two important routes of excre- 
tion are by the liver and bile and by the kidneys and 
urine. The method he used involves the employment 
of “ periston”’, a substance developed by Hecht and 
Weese as a substitute for blood plasma. The colloidal 
part of periston is “ collidon”’, which seems to be very 
effective in maintaining osmotic pressure within the blood 
vessels, and which is a polyvinyl compound [structural 
formula given] and in no way related to albumin. The 
author found that various diazo dyes (such as trypan 
red N), which are normally excreted through the liver 
can be bound to collidon instead of to plasma protein, 
and excreted by the kidneys together with the collidon, 
The question arises, from the author’s animal experi- 
ments, whether collidon might be used as a sort of “‘ trans- 
port mechanism” within the body fluids, binding 
dangerous bacterial toxins (such as those of diphtheria 
or tetanus) or even snake-venoms, preventing their 
access to essential and vulnerable organs, and transport- 
ing them for excretion together with the collidon 
(collidonuria) by the kidneys. Collidon itself appears to 
be harmless to animals. It would appear also that certain 
drugs—for example, sulphonamides—which can link 
themselves as azo-compounds to plasma proteins, may 


also be bound in the same way to this functional imitation 


of plasma protein. 

[As already stated, the abstracter has found great 
difficulty in grasping the details, some of which may be 
given more clearly in the seven papers in the author’s 
own language listed in the bibliography. The author’s 
idea, however, seems to have definite therapeutic possi- 
bilities, and to be worth serious consideration and 
experimental re-investigation.] J. W. McNee 


969. Studies of the Renal Circulation 
J. R. KAHN, L. T. SKEGGs, and N. P. Shumway. Circula- 
tion [Circulation] 1, 445-453, March, 1950. 9 figs., 4 refs. 


This is an interesting paper in that the findings reported 
are at variance with the hypothesis of Trueta and his 
co-workers that, in certain physiological and pathological 
conditions, the circulation of the blood through the renal 
cortex can be either diminished or totally arrested, while 
the circulation through the juxtamedullary glomeruli 
and medulla continues. The present authors found no 
evidence of such a “* medullary by-pass ’? mechanism on 
repeating some of Trueta’s experiments, or in new 
experiments designed to determine whether the injection 
of renin and hypertensin produced any changes in the 
pattern of blood flow through the kidneys during the 
resulting period of elevation of the blood pressure. 
Rabbits were used in all their experiments and the 
contrast medium used for studying the vascular pattern 
was Higgins india ink. Similar studies were made of 
the effect of adrenaline, of vasopressin, of amy] nitrite, of 
bleeding, and of stimulating the central end of the severed 
sciatic nerve; 12 normal control animals were injected 
with india ink and the circulatory pattern in their 
kidneys was used for comparison. In none of the 
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animals was the existence of a true “‘ medullary by-pass 
demonstrated. 

The authors formed the opinion that the arterial blood 
entering the kidneys through the renal arteries passes 
first through the cortex and then into the medulla. In 
the kidneys of rabbits in which the blood pressure was 
elevated by hypertensin or renin, there was a concentra- 
tion of ink in the glomeruli, suggesting that there was 
constriction of the glomerular efferent arterioles. 

S. Oram 


970. Papillary Necrosis of the Kidney. A Clinical and 
Experimental Correlation 

E. E. MurrRHEAD, J. VANATTA, and A. GROLLMAN. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 142, 627-631, March 4, 1950. 6 figs., 16 refs. 


In reporting 3 proved cases of papillary necrosis of the 
kidney, the authors emphasize the possible association 
of this condition with acute uraemia. In an experimental 
study on dogs they, unlike previous workers, were able 
to produce the lesion by ureteric obstruction alone. 
The belief that the pathological process is one of infarc- 
tion was confirmed by injection of the vascular tree. 
When the injection was made against an increased intra- 
pelvic pressure the vessels in relation to the renal papillae 
remained unfilled. It is concluded that in cases of 
ureteric obstruction renal papillary necrosis occurs and is 
succeeded by the pyelonephritis which so often accom- 
panies such a condition. In cases of diabetes where no 
obstructive factor exists the authors believe that the 
mechanism is different, and that the pyelonephritis 
precedes the papillary necrosis. G. J. Cunningham 


971. The Effect of Protein Deficient Diet on Rat Kidneys 
R. Eker. Scandinavian Journal of Clinical and Labora- 
tory Investigation [Scand. J. clin. Lab. Invest.] 2, 62-71, 
1950. 10 figs., 35 refs. 


Rats were kept on a basic diet containing lard, sugar, 
potato flour, cod-liver oil, calcium phosphate, calcium 
carbonate, sodium chloride, and ferric chloride, with the 
addition of the B vitamins. To this basic diet were added 
varying amounts of protein in the form of casein, the 
smallest being 140 mg., and the highest 770 mg. per 100 g. 
body weight daily. 

Even the addition of 770 mg. of casein per 100 g. daily 
did not prevent loss of weight, but only rats on a diet 
containing 420 mg. per 100 g. and below were examined 
for kidney damage. Changes were observed in the 
kidneys of several dozen rats killed at intervals between 
the 30th and 90th days of the experiment. Necrosis and 
calcification were seen in the ascending loop of Henle. 
Some of the animals were anaesthetized with ether, and 
1 to 4 ml. of indian ink injected into the abdominal aorta. 
Filling of the kidney vessels was observed, and the 
organs were removed, fixed in formalin, and clarified 
in methyl salicylate, and sections cut by hand. A 
restricted blood circulation was noted. 

The author also mentions that he observed biochemical 
changes such as a rise in blood urea level, the details of 
which will be reported more fully in a subsequent paper. 

H. Lehmann 


972. Observations on the Treatment of Human Gastric 
and Colonic Mucus with Lysozyme 
G. B. J. Gass, B. L. PuGH, W. J. Grace, and S. WoLrF. 
Journal of Clinical Investigation [J. clin. Invest.] 29, 
12-19, Jan., 1950. 6 figs., 17 refs. 


It is known that stools of patients with ulcerative 
colitis contain more lysozyme than normal and that the 
gastric juice in peptic ulcer cases also contains more 
lysozyme than usual. High concentrations (1,500 units 
per ml.) induce gastro-intestinal ulceration in dogs. 
This study was undertaken to find whether lysozyme had a 
lytic action on human gastric and colonic mucus in vitro. 

Gastric mucus collected in four different ways was 
prepared and inoculated with lysozyme from purified 
egg-white or human tears. A parallel incubation with 
water served as control. Viscosimetric determinations, 
chemical analysis for the digestion products. of mucus, 
and volumetric determination of the non-dissolved 
visible mucus before and after exposure to lysozyme gave 
three different tests of activity. 

With all the test methods, although gastric mucus had 
an autolytic action, neither lysozyme nor pepsin had any 
effect. Colonic mucus obtained from subjects with 
fistulae was unchanged by incubation with lysozyme; 
no autolytic action was observed. 

The authors suggest that lysozyme plays no part in 
peptic ulcerative disease by virtue of a mucolytic action, 
but that the high concentrations found in these diseases 
may be part of a defence mechanism against possible 
bacterial invasion (lysozyme is bacteriolytic). 

John R. Vane 


973. A Serum Polysaccharide in Cancer 

F. G. Weissrop. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.] 35, 408-410, March, 1950. 
3 refs. 


The following test (Seibert, Arch. Biochem., 1948, 18, 
279) was used for the detection of a polysaccharide in 
serum: To 0-3 ml. serum were added 0-9 ml. of 0-9% 
saline, 2-4 ml. of 0-:25% tryptophan, and 3-6 ml. 60% 
perchloric acid. A control test was performed simul- 
taneously with the above-named reagents, but without 
the serum. All tubes were gently shaken, covered with 
glass stoppers and immersed simultaneously for exactly 
10 minutes in a vigorously boiling water-bath. They 
were then removed, cooled in water, and allowed to 
stand for 40 minutes with occasional shaking. After 
filtration, the solutions were read in a Coleman Junior 
spectrophotometer at 500 my against the reagent controls, 
which were set at zero, and blank readings made with 
unheated serum diluted with saline. The readings of the 
optical density scale multiplied by 100 were recorded as 
Coleman units, and the blank readings on sera subtracted 
to give the true reading. 

Sera from a series of 30 healthy persons were tested, 
and also from a group of 54 patients suffering from 
cancer, which in all cases had been, or was subsequently, 
proved by biopsy or necropsy. The mean result in the 
cancer group was 24 units, with a range from 9 to 
45 units, compared with a mean of 14 units with a range 
of from 8 to 20 units in the normal group. A result of 
20 units or greater, which represents a figure greater than 
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twice the standard deviation above the normal mean, was 
considered to be positive, 39 of the 54 patients with 
cancer giving positive results on this basis. 

The author points out that this test is probably a 
measure of tissue destruction, and its non-specific nature 
must be emphasized. Thus positive results have been 
recorded in such conditions as chronic infections, hyper- 
thyroidism, active cardiovascular disease, cirrhosis, and 
so on. R. B. Lucas 


974. The Antiproteolytic Reaction, Iodoacetate Index 
and Least Coagulable Protein Reactions in Relation to 
Malignant Neoplasia: Correlation of Tests 

E. E. Cureton. Journal of the National Cancer Institu- 
tion [J. nat. Cancer Inst.] 10, 719-723, Dec., 1949. 4 refs. 


Three diagnostic tests were applied to sera from 
260 individuals of whom 54 had malignant tumours, 
17 were pregnant, 47 had no apparent disease, and the 
remainder had disease of various kinds. The tests were 
the antiproteolytic reaction (A.P.L.), iodoacetate index 
(1.A.L.), and least coagulable protein test (L.C.P.), the 
two latter tests being carried out by the technique used in 
Huggins’s laboratory. The I.A.I. was positive in 
83°3°% of the cases of malignant disease, the L.C.P. in 
78:3%, and the A.P.L. in 70%. The A.P.L., however, 
gave the fewest false-positive results ; it gave a correct 
result in 75% of all cases, compared with 67-6% for the 
L.C.P. and 55-5% for the I.A.I. A combination of the 
three tests may be useful in excluding a diagnosis of 
malignant tumour. All three reactions were negative in 
only 2 of the 54 cases of malignant disease. All three 
were negative in 28 out of 193 patients without malignant 
tumours, these 28 including none with a benign tumour 
and no patient free from disease; the differential diagnosis 
of most of the cases on other grounds was not difficult. 

L. Foulds 


975. Experimental Flash Burns. The Pathologic 
Aspects 

L. HoaaG, J. T. PAyNe, and H. E. Pearse. Archives of 
Pathology [Arch. Path.] 49, 267-277, March, 1950. 
6 figs., 6 refs. 


Flash burns are becoming commoner in modern 
warfare and were especially important at Hiroshima and 
Nagasaki, but these are apparently the first studies of 
their histology to be recorded. Young pigs were used 
as experimental animals, because their skin resembles 
human skin most closely. Energy was produced by 
burning photographer’s magnesium flash powder, 
124 g. at a time (temperature 3,700° C.) and the skin was 
exposed through ports of varying sizes at distances of 
200 to 600 mm. The histological changes were in general 
those of ordinary burns, but were especially characterized 
by the extremely sharp delimitation of necrosis, both 
laterally and in depth. The depth of the lesion varied, 
but necrotic tissue was always marked off from deeper 
tissue by a sharp horizontal line which might run either 
in the epidermis or in the dermis cutting across hair 
follicles. The close proximity of normal and necrotic 
tissue resulted in a brisk vascular reaction reflected in the 
naked-eye changes. Healing of the lesions of moderate 


depth occurred by the rapid lateral spread under the 
necrotic material of epidermis from the edge and the hair 
follicles. Bernard Lennox 


976. The Effect of Vitamins on the Heart Lesions 
Produced by Thyroid Hormone in the Rat 

V. KORENCHEVSKY. Journal of Pathology and Bac- 
teriology [J. Path. Bact.] 62, 53-60, Jan., 1950. 9 figs., 
19 refs. 


MORBID ANATOMY 


977. Primary Pulmonary Hypertension and Related 
Vascular Changes in the Lungs 

H. Spencer. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 62, 75-84, Jan., 1950. 17 figs., 6 refs. 


In a report from the Department of Pathology, 
St. Thomas’s Hospital, London, the scanty literature on 
primary pulmonary hypertension is reviewed and 6 new 
cases are described. In the first 2 cases, in a woman 
of 22 and a child of 6 with a patent ductus arteriosus, the 
histological appearances were almost identical. There 
was little atheroma in the main branches of the pulmonary 
artery, but almost all the muscular arteries showed 
considerable hypertrophy of the media. This was not 
uniform and, where it was thin, intimal proliferation had 
taken place. Many smaller vessels were completely 
occluded by intimal proliferation and in some cases 
recanalization by capillaries had occurred, the oede- 
matous connective tissue eventually becoming a tuft 
of collagenous fibrous tissue forming part of the wall 
of an eccentrically placed lumen. The new capillaries 
in the occluded lumina sometimes formed arterio-venous 
anastomoses. 

The third subject was a woman aged 34 whose dyspnoea 
had been intensified by a recent attack of influenza. 
There was hypertrophy of the right heart, with dilatation 
and gross atheroma of the pulmonary artery. The 
fourth was a girl of 14 with dilatation and hypertrophy 
of the right heart, very slight atheroma of the systemic 
vessels, and some fiecks of atheroma in the pulmonary 
vessels. Parts of the lungs were tough and emphyse- 
matous. Histologically, in these 2 cases, almost the whole 
pulmonary arterial tree was affected. The main branches 
showed atheroma and a few areas of recent organizing 
ante-mortem thrombus. Some of the larger elastic 
vessels showed considerable focal intimal fibrous 
thickening over areas of medial elastic destruction. All 
the muscular arteries showed considerable intimal 
thickening, focal in the larger and concentric in the 
smaller vessels. There was also perivascular fibrosis and 
inflammatory-cell cuffing. 

In the fifth case, that of a woman aged 25, there was no 
evidence of right-sided cardiac hypertrophy. Histo- 
logically, there was long-standing pulmonary thrombosis 
with recanalization in both large- and small-calibre 
vessels. The sixth patient was a woman aged 21 who was 
admitted with right-sided heart failure and lobar pneu- 
monia. Post mortem, in addition to evidence of past 
rheumatic fever, there were a few small haemorrhages in 
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the consolidated lobe, red induration of both lungs, and 
great hypertrophy of the right ventricle. Histologically, 
there were widespread hyaline changes in the media of 
the smaller pulmonary arteries, lobar pneumonia, and 
infarction. Most of the vessels were not thrombosed, 
nor were inflammatory cells seen in the damaged vessel 
walls. 

The author suggests that cases 1 and 2 were of similar 
aetiology; there appeared to be no propagated clot 
distal to the thrombosed areas and no evidence of damage 
to the alveolar structure of the lung. In cases 3 and 4 the 
lesions extended throughout the pulmonary arterial tree, 
but there was no severe alveolar damage, while in case 5, 
despite widespread thrombosis, there was no evidence of 
right heart failure. No reference has been found in the 
literature to hyaline medial necrosis such as was seen in 
case 6 and which might indicate a sudden rise in intra- 
arterial pressure or be due to sensitization to some 
pneumococcal lung infection. Peter Harvey 


978. Acute Esophagitis in Infants 

P. GRUENWALD and M. R. MarsH. Archives of Patho- 
logy [Arch. Path.) 49, 1-20, Jan., 1950. 14 figs., 18 
refs. 


Acute oesophagitis was found in 52 cases out of 310 
necropsies on children under 12 months of age at Kings 
County Hospital, Brooklyn, New York. At necropsy 
the lesion is usually easily recognizable, being usually 
found in the lower part of the oesophagus, although 
there may be hyperaemia of the entire organ. In either 
case the abnormal appearances cease abruptly at the 
cardia. Ulceration, if present, is usually just above the 
cardia or at laryngeal level and may extend into the 
propria, submucosa, or (as in 2 cases in the series 
described) into the pleural cavity. The mucosa around 
the ulcers is infiltrated by numerous polymorphonuclear 
leucocytes. 

In an analysis of aetiological factors in the present 
series the possibilities considered include complicated 
labour, asphyxia, shock (especially in the neonatal 


group), brain lesions, infection, malformation, and - 


regurgitation of gastric juice. The authors point out 
that no single factor will explain all cases. Although in 
many cases the condition is a purely accidental finding, it 
is of importance from the clinical point of view for 
several reasons. It may be the cause of vomiting 
(especially if the vomit contains blood) or of melaena, it 
may result in perforation, and it may be an indication of 
shock, which is often difficult to recognize in infants. 

R. B. T. Baldwin 


979. Glomerulonephrosis. A Morphologic Manifesta- 
tion of Renal Cortical Ischemia in Toxic Oliguria and 
Lower Nephron Nephrosis. 

A. J. FrReNcH. Archives of Pathology [Arch. Path.] 49, 
43-54, Jan., 1950. 6 figs., 35 refs. 


The histopathological findings in the kidneys of 
20 specially selected cases of glomerulonephrosis are 
described, special stress being laid on the glomerular 
changes. This study was undertaken in the hope of 
explaining the anuria or oliguria which accompanies 
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lower nephron nephrosis (“ tubular” or “ toxic” 
nephritis), in which condition, on physiological grounds, 
there should be polyuria if a tubular lesion alone be 
present. For this purpose it was essential to eliminate 
cases of primary or secondary renal disease, eclampsia, 
and cardiovascular hypertension. 

The changes found in the glomeruli, tubules, and 
medulla in sections of the kidneys (mostly stained with 
haematoxylin and eosin) are tabulated. Glomerular 
ischaemia, together with thickening of the capillary walls, 
was found in every case. The presence of granular 
material staining grey-blue in the glomerular spaces and 
proximal tubules was noted, this being regarded as the 
precursor of the protein casts seen in the distal convoluted 
tubules in all except one.of these cases. 

R. B. T. Baldwin 


980. Central Necrosis of the Liver 
H. F. WALLACH and H. Popper. Archives of Pathology 
[Arch. Path.] 49, 33-42, Jan., 1950. 2 figs., 29 refs. 


The liver in a series of 100 cases of central hepatic 
necrosis occurring in approximately 2,000 necropsies 
performed at Cook County Hospital, Chicago, was 
studied microscopically. The cases were selected by 
the exclusion of those in which primary hepatic or 
bliiary-tract disease was present The cases were 
divided into five groups, one containing those in which 
congestive heart failure was the cause of death and 
another those in which hepatotoxic factors were present 
without heart failure, while between these two “ pure ” 
groups three other transitional groups were made. 

Study of sections stained with haematoxylin and eosin 
revealed distinct histological pictures in the two pure 
groups, the three transitional groups showing varying 
combinations of these features. The main features in the 
** congestive ’’ cases were: (1) dilated central veins; 
(2) wide-open branches of smaller veins piercing the walls 
of the large central veins; (3) atrophy of central-zone 
liver cells without remaining cellular fragments; and 
(4) dilated sinusoids. The “* toxic ’’ cases were charac- 
terized by: (1) small central veins; (2) narrowing of the 
intramural parts of small piercing veins; (3) anuclear 
cell fragments, often encircled by exudative cells; and 
(4) dissociation of liver-cell cords. Localization of the 
necrosis to the central zone was considered to be due to 
intralobular circulatory disturbances, due to heart 
failure in ‘* congestive ’’ cases and to central vein contrac- 
tion in the toxic’ cases. The “ toxic features were 
most commonly found in cases of uraemia, pulmonary 
or myocardial infarction, gastro-enteritis, broncho- 
pneumonia, and other acute infections. 

R. B. T. Baldwin 


981. Squamous Metaplasia of the Peritoneum 
L. Crome. Journal of Pathology and Bacteriology 
[J. Path. Bact.) 62, 61-68, Jan., 1950. 27 refs. 


The author reviews the scanty literature on squamous 
metaplasia of the peritoneum and describes 4 specimens 
of his own removed surgically at St: Mary’s Hospital, 
London, and coming from 2 cases of strangulated 
intestine, one of acute appendicitis, and one of car- 
cinoma of the uterus in which panhysterectomy had 
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been performed. The peritoneum in these cases showed 
tiny nodules, up to 4 cm. in diameter, of squamous 
epithelium together with little islands of epithelium under 
the surface and various stages in the conversion of these 
islands into cysts lined by a single layer of flattened 
cells. The author suggests that groups of serosal cells 
undergo metaplasia to squamous epithelium and that 
this epithelium becomes buried during the organization 
of fibrin deposited on the peritoneal surface. He 
considers that endometriosis is also due to serosal meta- 
plasia and regards these findings as providing further 
indirect evidence to support his views on its origin. The 
author points out that if the occurrence of peritoneal 
metaplasia be established, it becomes possible to view 
more favourably the descriptions in the literature of 
various types of primary epithelial tumour arising in the 
peritoneum. Peter Harvey 


_ 982. Carcinoma of the Pancreas. A Clinical and 
Pathologic Analysis of Thirty-nine Autopsied Cases 

W. B. LeacH. American Journal of Pathology [Amer. 

J. Path.) 26, 333-347, March, 1950. 19 refs. 


Necropsy findings in 39 cases of carcinoma of the 
pancreas are described. The head of the gland was 
affected alone in 21 cases and not affected in 13. The 
ratio of these two groups (3 : 2) differs from that usually 
reported (3 : 1). Carcinomata of the body and tail tend 
to metastasize earlier and more extensively, whereas 
localizing symptoms and signs associated with the primary 
growth are rare. The present series forms a continua- 
tion of that reported in 1939 by Grauer (Arch. intern. 
Med., 1939, 63, 884) from the same institution (McGill 
University). D. M. Pryce 


983. Studies on Charcot—Leyden Crystals 
W. W. Ayres and N. M. Starkey. Blood [Blood] 5, 
254-266, March, 1950. 10 figs., 23 refs. 


The authors describe an elaborate study of Charcot— 
Leyden crystals including: (i) the effects of synthetic 
detergents and other agents on eosinophils in the forma- 
tion of Charcot—Leyden crystals; (ii) crystallographic 
studies; (iii) studies with the phase-contrast and 
polarizing microscopes ; (iv) staining reactions; (v) 
solubility. They conclude that Charcot—Leyden crystals 
are crystalline proteins derived only from the nucleus 
of the eosinophil. The granules are apparently in no 
way involved. They find that lowering of surface tension 
is necessary for the formation of these crystals from 
eosinophils, and suggest this offers a biological method by 
which the presence of surface-active agents in complex 
solutions may be determined. Further work with these 
crystals, the authors hope, may elucidate the function of 
the eosinophil and the diseases with which it is associated. 

Janet Vaughan 


984. Observations on the Development and Function of 
Elastic-coated Vascular Channels in Occluded Arteries 
Y. Y. AKRAwI and G. M. Witson. Journal of Pathology 
and Bacteriology {J. Path. Bact.] 62, 69-73, Jan., 1950. 
4 figs., 7 refs. 


985. The Histological Differentiation Between Lepro- 
matous and Tuberculoid Leprosy. (A propos du diag- 
nostic différentiel histologique de la lépre lépromateuse 
et de la lépre tuberculoide) 

R. Noét and Soeur MAriE SUZANNE. International 
Journal of Leprosy [Int. J. Leprosy] 17, 389-397, Oct.- 
Dec., 1949. 4 refs. 


986. The Polymorphic Carcinomata of the Stomach, 
(Les cancers polymorphes de l’estomac) 

J. F. MARTIN, R. BrReTTE, and J. FéROLDI. Journal de 
Médecine de Lyon [J. Méd. Lyon] 31, 143-151, Feb. 20, 
1950. 11 figs., 34 refs. 


CLINICAL PATHOLOGY 


987. The Effect of a Perforated Eardrum upon the 
Basal Metabolic Rate 

J. L. Switzer and L. E. Gates. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.| 35, 348-350, 
March, 1950. 1 fig. 


A determination of the basal metabolic rate in a patient 
suspected of having hyperthyroidism gave a value 30% 
above normal. A large central perforation of the left 
ear drum with patency of the Eustachian tube was 
discovered; when the determination was repeated after 
sealing the left external auditory meatus, a- normal 
value was obtained. Studies of radioactive iodine uptake 
by the thyroid confirmed that the function of the latter 
was normal. It is concluded that the perforated ear 
drum allowed free passage of oxygen from the circuit, 
giving rise to the initial high value for the metabolic rate. 

R. A. Gregory 


988. Needle Biopsy of the Liver. V. Observations on 
the Distribution of Alkaline Phosphatase and Its Diagnostic 
Significance 

F. P. CLEVELAND, D. F. RICHFIELD, E. A. GALL, and 
L. ScuirF. Archives of Pathology [Arch. Path.] 49, 
333-346, March, 1950. 8 figs., 10 refs. 


This report from Cincinnati General Hospital describes 
the distribution of alkaline phosphatase in the liver 
and is based on 132 needle-biopsy specimens obtained 
by the Vim-Silverman technique and stained by a 
modification of Gomori’s method. In every case the 
authors found that all cell elements showed phosphatase 
activity except the Kiipffer cells and adult fibrous 
tissue. In inactive cirrhosis the distribution was similar, 
whereas there was an increase of phosphatase content in 
areas of active cirrhosis. In acute hepatitis there was 
still greater activity, especially in sinusoids close to dead 
or dying parenchyma. The greatest enzyme activity was 
seen in the bile canaliculi, periportal sinusoids, and 
arterial and venous endothelium in specimens from cases 
of obstructive jaundice. 

Although these general trends were apparent, there 
were wide variations and it is concluded that investigation 
of alkaline-phosphatase distribution in the liver is of no 
diagnostic value. 

[These findings confirm those of Sherlock and Walshe 
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(J. Path. Bact., 1947, 59, 615), who, in addition, found a 
rough correlation between serum and hepatic phospha- 
tase levels in disorders of bone as well as in disorders of 


the liver.] R. B. Terry 
989. Turbidimetric Gamma Globulin Determinations in 
Hepatobiliary Diseases 


H. Popper, J. DE LA HUERGA, F. STEIGMANN, and M. 
StopKI. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.] 35, 391-402, March, 1950. 4 figs., 
37 refs. 

The gamma-globulin turbidity test (GGT) and the 
zinc-sulphate turbidity test (ZST) were performed on 
227 sera from patients with various hepatobiliary diseases 
with and without jaundice. The results of the GGT 
were expressed in grams of gamma globulin per 100 ml. 
(1:25 g. per 100 ml. was taken as the upper limit of 
normal, while levels above 2-0 g. were considered to 
represent a marked elevation). The results of the ZST 
were expressed in units (12-5 units was taken as the 
upper limit of normal, and levels above 25 units were 
considered to represent a marked elevation). 

The most marked elevation of the GGT was found in 
patients with cirrhosis and jaundice, the level exceeding 
2g. per 100 ml. in almost two-thirds of the patients, while 
in cases of cirrhosis without jaundice, the average was 
somewhat lower. In viral hepatitis the gamma-globulin 
level was lower, on the whole, than in cirrhosis, and toxic 
hepatitis gave similar results. In extrahepatic obstructive 
jaundice, the GGT value was slightly elevated and was 
normal only in one-third of the cases. The GGT level 
was plotted against the total serum bilirubin and the 
cholesterol - esters / cholesterol ratio. No _ correlation 
could be demonstrated. The 38 cases of severe viral 
hepatitis examined were divided into those in which 
blood and plasma transfusions or extensive intravenous 
therapy 2 to 8 months before the onset of jaundice 
suggested a homologous-serum aetiology (11 cases), 
and into those of the naturally-occurring form (27 cases). 
The GGT result was, on the average, higher in homo- 
logous serum hepatitis, but the difference was not 
Statistically significant. In 8 of the cases of acute 
hepatitis, a tendency to undergo transition into cirrhosis 
was apparent from either biopsy or clinical observations. 
The GGT value was high in almost all instances, while 
that of ZST was also elevated, but not quite so markedly. 

The results of the ZST in general paralleled those of the 
GGT, though with several exceptions. Thus the eleva- 
tion in cirrhosis with jaundice was not so marked, and in 
cirrhosis without jaundice the mean ZST value was even 
lower than in severe viral hepatitis, elevated levels being 
found in only two-thirds of the cases. The difference in 
results between mild viral hepatitis and recovered viral 
hepatitis was pronounced. By contrast the mean ZST 
value was decidedly lower in obstructive jaundice than in 
the various intrahepatic lesions, the level being above 
normal in only one-fourth of cases. The ratio between 
ZST and GGT values averaged about 10 in most of the 
hepatobiliary conditions studied; it was lower in 
recovered viral hepatitis and especially so in obstructive 
Jaundice, indicating that in the latter the result of the ZST 
is much lower than would be expected from the serum 


gamma-globulin concentration. An endeavour was 
made to analyse the factors causing depression of ZST 
values in obstructive jaundice. The addition of human 
gall-bladder bile to serum so as to increase its bilirubin 
concentration to levels commonly encountered in 
obstructive jaundice proportionately reduced the ZST 
value without influencing that of the GGT, and the 
addition of lecithin to serum in amounts encountered in 
obstructive jaundice had a similar effect. 

In half of the cases examined electrophoretic analyses 
were carried out and the serum gamma-globulin concen- 
tration was found to be raised in all hepatic disorders, 
the elevation being most marked in chronic conditions 
such as cirrhosis. The GGT results correlated well with 
these findings. On the other hand, elevation of the 
serum gamma-globulin content is of limited diagnostic 
value in hepatobiliary diseases, because it may occur in 
many conditions associated with chronic infection, but if 
such conditions can be excluded on clinical grounds 
elevation of the gamma-globulin level may be of diag- 
nostic significance for the recognition of cirrhosis, or of 
the transition from acute hepatitis to cirrhosis. The 
ZST is particularly valuable in the differentiation of 
obstructive surgical jaundice from the non-obstructive 
variety, for which purpose the GGT is of no diagnostic 
value. R. B. Lucas 


990. Diagnosis of Gastric Cancer by Cytologic Examina- 
tion of Gastric Washings 

J. M. Swarts, A. B. RAGINS, A. BERNSTEIN, and J. MEYER. 
Gastroenterology [Gastroenterology] 14, 265-274, Feb., _ 
1950. 7 figs., 9 refs. 

Gastric washings were obtained from fasting patients, 
100 ml. of normal saline being used for the purpose. 
The aspirated material was emptied into a jar containing 
a mixture of 95 ml. of 95% alcohol and 5 ml. of ether. 
The fluid was centrifuged and smears were made of 
the sediment and stained by Papanicolaou’s method 
and by the usual haematoxylin and eosin technique. 

This procedure was carried out on 166 patients with 
proven diagnoses, amongst whom were 67 cases of 
carcinoma of the stomach, 30 cases of gastric ulcer, 
35 cases of duodenal ulcer, 3 cases of benign gastric 
tumour, 4 cases of gastritis, and 27 cases of various other 
diseases. Of the 99 cases without gastric carcinoma 
unsatisfactory smears (that is, smears not suitable for 
interpretation because of poorly preserved cells or the 
presence of debris) were obtained in 25; of the remaining 
74 cases, the correct diagnosis was made in 67 (90°), 
and an incorrect diagnosis in 7 cases (10%). There 
were 2 “ false-positive’’ interpretations among the 
30 cases of gastric ulcer and 3 “* false positives ** among 
the 35 cases of duodenal ulcer. In 33 out of the 67 cases 
of proven carcinoma of the stomach the preparation was 
unsatisfactory; while of the remaining 34 cases the cyto- 
logical diagnosis was correct in 16 (44%) and incorrect 
in 18 (56%). A positive cytological diagnosis of carci- 
noma was made in 17 out of 238 cases in which there was 
no opportunity for the diagnosis to be confirmed by other 
methods. 

The authors conclude that a negative cytological 
diagnosis is of little significance, but that a positive 
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cytological diagnosis is very significant. They feel that 
despite its shortcomings this procedure is a valuable 
adjuvant in the diagnosis of gastric carcinoma when 
other methods of examination give negative or equivocal 
results. R. B. Lucas 


991. The Huggins Cancer Test on 700 Normal Persons 
L. Kierer, B. H. SULLIVAN, and W. LITTLEFIELD. Pro- 
ceedings of the Society for Experimental Biology (Proc. 
Soc. exp. Biol., N. Y.] 73, 29-30, Jan., 1950. 4 refs. 


992. Measurement of Extracellular Fluid by Means of a 
Constant Infusion Technique Without Collection of Urine 
I. L. Schwartz. American Journal of Physiology [Amer. 
J. Physiol.) 160, 526-531, March, 1950. 1 fig., 14 refs. 


993. Aspiration Biopsy. (La biopsie par aspiration) 

X. VILANOVA, F. DE DULANTO, and J. RusBio. Annales de 
Dermatologie et de Syphiligraphie [Ann. Derm. Syph., 
Paris] 10, 25-30, Jan.—Feb., 1950. 7 figs., 10 refs. 


994. A Comparison of the Continuous Infusion and 
Single Intravenous Injection Methods of Determining 
Discrete Renal Functions 

O. OLBrRIcH, M. H. FerGuson, J. S. Rosson, and C. P. 
STEwART. Edinburgh Medical Journal (Edinb. med. J.] 
57, 110-116, Feb., 1950. 10 refs. 


The authors have compared the results of two different 
methods of determining the rate of renal blood flow 
{R.B.F.), the glomerular filtration rate (G.F.R.), and the 
tubular excretory mass for diodone (TmD). The first 
was a standard method entailing the continuous intra- 
venous infusion of diodone and inulin and the collection 
of urine by bladder catheterization. The second was 
based on a single intravenous injection of inulin and 
diodone combined with a long period of urine collection 
without bladder catheterization. For determining 
G.F.R. and R.B.F. by the second method the injection 
consisted of 40 to 60 ml. of 10% inulin solution followed 
immediately by 5 to 10 ml. of 35% diodone solution, the 
first clearance period starting 20 to 30 minutes later and 
clearance being measured over 2 to 6 successive 10- to 
20-minute periods. The concentrations of inulin and 
diodone in the blood were estimated at the approximate 
midpoint of each clearance period and plotted against 
time on semilogarithmic graph paper. The inulin and 
diodone concentrations 24 minutes before the midpoint 
of each clearance period were read from the curve 
so obtained and used in calculating the clearances. 
The TmD determinations were made after completion of 
the clearance estimations, and after a further single 
injection of 20 ml. of 10% inulin followed by 40 to 50 ml. 
of 50°, diodone solution. 

No significant difference was found between the values 
obtained by the two methods for G.F.R. and TmD, but 
those for R.B.F. estimated by the single-injection tech- 
nique were approximately 20% lower than by the other 
method. This difference was smaller at low rates of renal 
blood flow. Normal ranges for diodone clearance as 
estimated by the simpler method and for derived expres- 
sions in which diodone clearance is a factor are being 


established and are to be published in a subsequent paper 
together with evidence that the divergences from normal 
which have been demonstrated in various diseases by the 
more complex technique are also shown when the simpler 
method is used. 

{Subcutaneous injection of diodrast or para-amino- 
hippurate largely obviates the systematic error that 
results from non-sustained intravenous injection in 
determining R.B.F.] G. M. Bull 


995. The Use of Inulin Clearance as a Measure of 
Glomerular Filtration 
M. H. FerGuson, O. Ovsricu, J. S. ROBSON, and 
C. P. Stewart. Quarterly Journal of Experimental 
Physiology (Quart. J. exp. Physiol.) 35, 251-279, March, 
1950. 7 figs., 18 refs. 


In 4 healthy subjects and 11 with varying degrees of 
essential hypertension, but otherwise healthy, inulin 
clearance was estimated over at least five consecutive 
periods following an intravenous injection of 120 mg. of 
inulin per kg. body weight, the first period starting at 
least 30 minutes after the injection. In most cases 
measurements were made over seven periods of 10 to 
20 minutes, and the plasma inulin levels ranged between 
4-8 and 64:0 mg. per 100 ml. The inulin, dissolved in 
saline, was injected over a period of about 5 minutes, 
the patient lying down and having drunk water freely 
after an overnight fast. Venous blood was taken for 
determination of the plasma inulin level at 10- to 20- 
minute intervals, the values obtained plotted on a graph, 
and a smooth curve drawn. In each clearance period the 
mean plasma inulin level was then taken as the point on 
the curve 24 minutes before the mid-point of the period. 
The mean plasma levels were then plotted against the rate 
of renal excretion, straight lines being fitted by the method 
of least squares. 

All the straight lines failed to a statistically significant 
degree to pass through the point of origin. The results 
are given in detail and it can be seen that inulin clearance 
is not constant, but falls off with diminishing plasma 
inulin concentration. This result is obtained even if 
the mean value of plasma inulin concentration be taken at 
6 minutes before the mid-point of the period, instead of 
24 minutes. The lack of proportionality between the 
rate of inulin excretion and the plasma inulin concentra- 
tion was shown not to be due to taking the concentration 
of inulin in venous blood as a measure of that in arterial 
blood. In 3 subjects inulin was administered by con- 
tinuous infusion, in order to eliminate faulty distribution 
of inulin due to a single injection, but the clearance 
still varied with the plasma inulin concentration. 

The use of inulin clearance as a measure of glomerular 
filtration thus involves a systematic error which the 
authors estimate to be about 15°, under the usual 
conditions. Jeffrey Boss 


996. New One-stage Procedures for the Quantitative 
Determination of Prothrombin and Labile Factor 

M. STEFANINI. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 20, 233-240, March, 1950. 2 figs., 
14 refs. 
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997. Bacteriologic Examination of Tissue Removed for 
Biopsy 

L. A. Weep and D. C. DAHLIN. American Journal of 
Clinical Pathological [Amer. J. clin. Path.] 20, 116-132, 
Feb., 1950. 13 figs. 


The authors point out that the histological examination 
of biopsy material may not always yield definite results, 
since the histological appearances of unrelated conditions 
may be identical, while infection with one and the same 
organism may produce a wide variety of histological 
responses. They quote 14 cases from their own ex- 
perience which emphasize the need for basing the 
diagnosis upon the combined results of bacteriological 
and histological examination. They include 3 cases in 
which biopsy material showed the appearance of tuber- 
culosis, but which were revealed by guinea-pig inocula- 
tion to be due to coccidiosis, one case diagnosed histo- 
logically as tuberculosis which proved to be actinomycosis 
and another from which Brucella suis was isolated, 
one case of tuberculosis proved by culture and guinea-pig 
inoculation which had originally been diagnosed as an 
acute inflammation, 2 cases of neoplasm in which active 
tuberculosis was also found, a case diagnosed histo- 
logically as lymphosarcoma in which Brucella suis was 
recovered by culture, a case suggestive of actinomycosis 
which was shown to be due to infection with Aspergillus 
fumigatus, a case of blastomycosis diagnosed histo- 
logically as coccidiomycosis, and a case of Cephalo- 
sporium infection which resembled actinomycosis. 

D. J. Bauer 


998. Recovery of Herpes Simplex Virus from the Blood 
of a Patient with Herpetic Rhinitis 

I. RUCHMAN and K. Dopp. Journal of Laboratory and 
Clinical Medicine [J. Lab. clin. Med.| 35, 434-439, 
March, 1950. 13 refs. 


Blood was withdrawn on the third day of illness from 
the arm vein of a boy aged 8 who had small confluent 
vesicles in the left nostril. He had a temperature of 
101-3 F. (38-5° C.) and the cervical lymph nodes were 
enlarged. The blood was allowed to clot and 0-03 ml. 
quantities of haemoglobin-stained serum were injected 
intracerebrally into 5 mice. Two mice developed fatal 
encephalitis, 2 showed transient signs of encephalitis 
and were subsequently found to be immune, while the 
fifth mouse remained well and did not become immune. 

Virus was also isolated from the vesicles in the nose of 
the patient by application of material to the scarified 
cornea of the rabbit, with subsequent intracerebral 
passage of corneal material in mice. The virus was 
identified, by cross-immunity tests in mice, with the 
HF and RE strains of herpes simplex virus. 

Acute-phase and convalescent-phase sera from the 
patient were tested for neutralizing antibodies for both 
the homologous strain and for HF and RE viruses; 


significant increases in titre were present. Other 
attempts by the same authors to obtain virus from cases 
of herpes were unsuccessful. R. Hare 


999. Complement-fixing and Neutralizing Antibody 
Studies on Humans Vaccinated Against Rabies 

I. Lepect, C. J. DeBoer, E. K. HAzz, and H. R. Cox. 
Proceedings of the Society for Experimental Biology and 
Medicine (Proc. Soc. exp. Biol., N. Y.] 73, 225-228, Feb., 
1950. 15 refs. 


Blood samples taken prior to vaccination and at rather 
frequent intervals after completion of antirabies vaccina- 
tion were tested from 18 individuals who received 
7 injections of vaccine and from 69 individuals who 
received 14 injections of vaccine. Both neutralizing 
and complement-fixing antibodies were induced in the 
two groups of vaccinated individuals, but in all instances 
the neutralizing index reached higher levels and persisted 
longer than did the complement-fixation titre. The 
highest antibody levels were attained in those patients 
who received the greater number of vaccine injections. 

Four individuals had had antirabies vaccine 6 months 
to 2 years previously. Three of the four still showed 
an appreciable neutralizing index prior to being 
vaccinated, and all four showed a marked antibody rise 
or booster ”’ effect after the second series of vaccine 
injections.—[Authors’ summary.] 


1000. Production of BCG Vaccine in a Liquid Medium 
Containing Tween 80 and a Soluble Fraction of Heated 
Human Serum. I. Production and Viability of the 
Culture. II. Antigenicity of the Culture after Various 
Periods of Storage 

R. J. Duspos and F. FENNER. Journal of Experimental 
Medicine [J. exp. Med.] 91, 261-268, and 269-284, 
March, 1950. 14 refs. 


Although B.C.G. vaccine, as at present made, is 
nominally a living culture, many of the organisms in the 
suspension are dead and the life of the others is of 
relatively short duration. A method is described 
whereby the viability of the vaccine can be retained at a 
much higher level and over a much longer period by 
growing it in a modified Dubos medium containing 
0:02% of ‘tween 80”, the bovine plasma fraction V 
being replaced by human serum albumin. This fraction 
is prepared by diluting human serum, adjusting the pH 
to between 2-0 and 2:°5, heating to 65 to 70°C. for 
20 minutes, cooling, and then bringing back the pH 
to 6:5. The denatured globulins are removed in the 
precipitate which forms, leaving a large part of the 
albumin in solution. There is no evidence that the virus 
of infective hepatitis is destroyed by the heating to which 
the serum is subjected, so that sera to be used for this 
purpose must be carefully selected or treated with 
nitrogen mustard or irradiated. 
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It was found that B.C.G. grown in such a medium 
yielded a macroscopically homogeneous suspension of 
bacteria. Microscopically, however, there were many 
clumps of varying size in addition to many isolated bacilli. 
Viable counts of B.C.G. “* units ” (a unit may consist of a 
single bacterial cell or many cells in a single clump) 
undertaken after different periods of storage at 4° C. 
showed no detectable decrease in the number of living 
units in the suspension. Critical comparison with the 
standard B.C.G. vaccine is not recorded in this paper, 
but the evidence suggests strongly that, whereas the 
standard vaccine contains a very high proportion of 
non-viable organisms, the modified Dubos liquid medium 
without glucose yields cultures containing approximately 
100 times as many living cells and that they remain 
viable during prolonged storage. In testing the anti- 
genicity of B.C.G. grown in this liquid medium this fact 
at once becomes important. A so-called similar dose 
of the tween-serum filtrate vaccine produced more severe 
skin reactions in guinea-pigs than the standard vaccine, 
although the intensity of tuberculin sensitization was 
essentially the same with the standard vaccine and the 
culture in tween-serum filtrate. Injection of culture 
dilutions containing as few as 10 viable units produced a 
marked degree of sensitization, and slightly larger doses 
gave the highest degree of tuberculin allergy detectable by 
the methods employed, but any further increase did not 
appear to alter the level of sensitivity. 

Under the conditions of the experiments recorded, 
guinea-pigs inoculated with either fresh or stored B.C.G. 
cultures grown in tween-serum filtrate medium showed 
a degree of resistance to subcutaneous infection with 
virulent tubercle bacilli which was at least equal to results 
obtained with the standard vaccine. It would appear 
that the new method offers advantages which could lead 
to a more exact degree of standardization of the prepara- 
tion and enable it to be used over longer periods after its 
manufacture. Although preliminary work indicates that 
the alteration in the culture medium does not affect the 
pathogenicity of the B.C.G., it is obvious that more 
extensive investigations would be necessary before 
vaccine prepared from cultures grown in tween-serum 
filtrate medium could be accepted for human trials. 

H. J. Bensted 


BACTERIA 


1001. Specific Coagulases of Staphylococcus aureus 

C. H. RAMMELKAMP, M. M. HeEzesicks, and J. H. DiNGLE. 
Journal of Experimental Medicine [J. exp. Med.] 91, 
295-307, March, 1950. 3 figs., 13 refs. 


Having established the antigenicity of staphylococcal 
coagulase, the authors found that the anticoagulase titre 
of human sera varied considerably and could not always 
be correlated with a past history of staphylococcal 
infections, which suggested the possibility that all such 
coagulases might not have exactly the same antigenic 
constitution. Cell-free coagulases were prepared from a 
number of strains of Staphylococcus aureus. After some 
preliminary study three were selected, termed J, II, and 
III, for more detailed investigation. These antigens were 


employed for the estimation of antibody titre of a number 
of human sera, the results of which indicated that each 
antigen was not reacting with the same inhibitor. The 
immunization of monkeys with these antigens also pointed 
to a different antigenic make-up, although cross-reactions 
were noted. Neutralization experiments with staphylo- 
coccal cells, collodion particles coated with coagulase, 
or cell-free coagulase confirmed the results of the other 
experiments in defining two distinct coagulase types, with 
a third related to both the first two. It is suggested 
that there may well be additional sub-types and that a 
specific anticoagulase is associated with a particular 
infection. H. J. Bensted 


1002. The Clinical Importance of Coagulase-positive, 
Penicillin-resistant Staphylococcus aureus 

P. M. BEIGELMAN and L. A. RANTzZ. New England 
Journal of Medicine [New Engl. J. Med.] 242, 353-358, 
March 9, 1950. 2 figs., 19 refs. 


Penicillin-sensitivity tests were carried out on 64 strains 
of coagulase-positive Staphylococcus aureus isolated from 
patients (30 adults and 34 children) of the Stanford 
University Hospitals between August, 1948, and May, 
1949, together with strains isolated from the anterior 
nares of 34 healthy infants and 4 members of the staff. 
Penicillin-sensitivity was determined by streaking 18-hour 
broth cultures on horse-blood agar plates containing 
concentrations of penicillin varying from 0-05 to 100 units 
per ml. Strains requiring 0-4 unit or more per ml. for 
inhibition of growth were regarded as resistant. 

It was found that 36 (56-2%) of the 64 cases of infection 
yielded penicillin-resistant strains. Penicillin-resistant 
and sensitive organisms were present concurrently in 
3 of these patients. Only 1 of the resistant strains was 
inhibited by less than 1 unit per ml., and 28 required 
5 units or more per ml. for inhibition. Of 30 patients 
who had recently been treated with penicillin 27 yielded 
resistant staphylococci and 3 sensitive strains, while of 
30 who had not been given penicillin 7 yielded resistant 
and 23 sensitive organisms. (In 4 patients the question 
of previous penicillin treatment was not investigated.) 
A brief comparison was made with results obtained in 
previous years. Although the figures were small and 
obtained from selected cases, they seemed to indicate 
that in 1944-5 a considerably smaller percentage of 
infections were due to resistant strains and none of these 
occurred in patients who had not recently had penicillin 
treatment. 

Most of the penicillin-resistant strains were isolated 
from superficial lesions, but 2 were from cases of staphylo- 
coccal septicaemia, both of which failed to yield to 
massive penicillin therapy. One of these patients, an 
adult male, died from multiple abscesses and acute 
endocarditis in spite of treatment with streptomycin (to 
which the organism was sensitive), sulphadiazine, and 
penicillin in massive doses. The other, a boy of 8, failed 
to respond to penicillin and streptomycin (to which the 
infecting staphylococcus was at first sensitive, but later 
showed an increasing resistance), but recovered when 
sulphadiazine and aureomycin were also given. Of the 
34 healthy infants carrying Staph. aureus in the 
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anterior nares 10 yielded penicillin-resistant strains. 
Eight of these 10 were known not to have had penicillin 
(information not available for 2) but all had been in 
hospital for from 1 to 6 months. Of the 4 staff carriers 
of Staph. aureus 3 yielded penicillin-resistant strains 
only and the fourth a mixture of resistant and sensitive 
organisms. 

A number [figure not given] of penicillin-resistant 
strains were tested for sensitivity to streptomycin and 
aureomycin. One strain was moderately resistant to 
streptomycin, requiring 25 yg. per ml. for inhibition, but 
all the rest were inhibited by 5 yg. of streptomycin per 
ml. All were sensitive to 1 or 2 zg. of aureomycin per ml. 

Mary Barber 


1003. The Abnormal Course of Bacterial Protein 
Synthesis in the Presence of Penicillin 

R. D. Horcnukiss. Journal of Experimental Medicine 
[J. exp. Med.] 91, 351-364, April, 1950. 24 refs. 


This investigation was carried out with a strain of 
Staphylococcus aureus (40-2B) originally isolated from a 
case of bovine mastitis and maintained in meat-infusion— 
peptone broth. In this medium an inoculum of approxi- 
mately a million cells was inhibited from growing by a 
concentration of 0-05 unit of penicillin G per ml. Cell 
suspensions were prepared as follows: after growth in 
the above medium for 18 hours at 37° C. the organisms 
were separated by centrifugation and washed in distilled 
water; they were then usually incubated for 30 to 
60 minutes with aeration in a mixture of glucose, approxi- 
mately 0-001 M magnesium sulphate solution, and 
phosphate buffer at pH 6-8 to 7-4; after this the cells 
were again washed in water and resuspended in the cold 
in 0-03 to 0-10 M potassium phosphate buffer (0-002 M 
when phosphate uptake was investigated) at pH 6°8 to 
7-0 with magnesium sulphate (approximately 0-001 M) 
and in some cases potassium citrate. These preparations 
were stable and gave off very little soluble nitrogen in the 
absence of substrate. Suspensions containing 1-5 to 
5 mg. dry weight of bacteria per ml. were exposed to 
various substrates with and without penicillin in Warburg 
respirometer vessels of 16 or 120 c.c. capacity or in gas 
washing bottles holding 300 to 500 c.c. After 2 hours’ 
aeration at 38°C. the suspensions were centrifuged at 
high speed at approximately 5°C. The supernatants 
were analysed; the cells were washed briefly in ice-cold 
water, extracted once or twice in the cold with 5% tri- 
chloroacetic acid, usually overnight, and the acid-insoluble 
cell precipitates quantitatively transferred to hydrolysis 
tubes in which they were heated with 6N hydrochloric 
acid at 120° C. in the autoclave for 2 hours. Aliquots of 
supernatants, washing fluids, trichloroacetic-acid extracts 
and cell-protein hydrolysates, were analysed according 
to appropriate microchemical methods. 

In the first experiment the oxygen, phosphate, and 
amino-nitrogen utilization by washed staphylococci was 
compared in the presence and absence of penicillin. It 
was found that penicillin had only a minor effect on the 
uptake of these substances. These metabolic activities 
were next measured in normal staphylococci and in 
staphylococci from cultures exposed to a concentration 
of 2:7 units of penicillin per ml. for the last 2 hours of 

M—S 


incubation. No major metabolic deficiency was found in 
the latter cells. The cells grown in penicillin showed a 
somewhat more marked diminution in phosphate 
uptake in the presence of amino-acids and some reduction 
of glutamic-acid utilization, but by no means the virtually 
complete loss of this function found by Gale and Taylor 
(J. gen. Microbiol., 1947, 1, 314). There was some evi- 
dence that penicillin caused the oxygen uptake to fall off 
most rapidly in those specimens given glutamic acid 
and the author suggests that the reduction in glutamic- 
acid utilization is a secondary result of the diminished 
respiration. 

A striking effect of penicillin was revealed when the 
distribution of nitrogen between cells and environment 
was investigated; when washed bacteria were incubated 
with amino-acids, the same amount of amino-nitrogen 
(or alpha-amino-nitrogen) was used up whether penicillin 
was present or not; nevertheless, in the presence of 
penicillin the nitrogen of the cell protein fraction did not 
increase, and non-amino-nitrogen compounds accumu- 
lated in the fluid surrounding the cells. The author gives 
some evidence to suggest that this accumulation is 
formed, as a normal or abnormal product, from the 
amino-acids supplied and not from the cell proteins. 
The accumulation of non-amino-acid material was found 
to occur only when both an oxidizable substrate, such 
as glucose, and a source of amino-acids were present. 
It was not produced by penicillin rendered biologically 
inactive by heat, acid, or alkali. Further experiments 
on a larger scale showed that the properties of the non- 
amino-acid material were consistent with its being 
a pentapeptide or higher peptide. Mary Barber 


1004. Penicillin Inactivators of Bacterial Origin 

J. W. CZEKALOWSKI. Journal of Pathology and Bacterio- 
logy [J. Path. Bact.] 62, 85-102, Jan., 1950. 5 figs., 
6 refs. 


A preliminary selection of organisms capable of 
inactivating penicillin was made with tryptose-agar as the 
culture medium (Gots, Science, 1945, 102, 309). For 
further tests two kinds of fluid media were used: non- 
synthetic (‘‘lemco” broth or peptone water) and a 
synthetic medium similar to that previously described by 
the author and Skarzynski (J. gen. Microbiol, 1948, 2, 
231) except that the source of carbon was sodium citrate, 
1% glucose, or 0-5% peptone instead of 0:1% phenol. 
Penicillin-inactivating properties were detected as follows: 
to 10 ml. of melted tryptose-phosphate agar at 45°C. 
was added 0-1 ml. of a 24-hour culture of Staphylococcus 
aureus (sensitive to 0-045 unit penicillin per ml.) and 
penicillin to give a final concentration of 0-5 unit per 
ml.; the mixture was then poured into Petri dishes and 
allowed to set and the organisms under observation were 
then streaked across the plates. After 24 to 48 hours’ 
incubation at 37°C. the plates were examined for the 
appearance of staphylococcal colonies in the vicinity of 
the streak. For the estimation of exo- and endo-cellular 
penicillin inactivators, serial dilution methods were used _ 
in nutrient broth buffered at pH 7-0; in one method the , 
amount of inactivator needed to neutralize a standard 
dose of penicillin was determined, in another the residual 
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penicillin was estimated after saturation of the inactivator 
with excess of the antibiotic; in both cases the test 
organism was Staph. aureus. The penicillin remaining 
after interaction with the inactivator was estimated after 
heating to destroy the inactivator (55° C. for 15 minutes 
for purified preparations or 30 minutes at 60° C. for crude 
preparations). Samples of penicillin inactivators were 
sterilized by filtration through Chamberland candles, 
centrifugation at 6,000 revolutions per minute for 12 
hours, or in a few cases by ultraviolet irradiation, but this 
last method was found to destroy the inactivator. 
Endocellular penicillinase was prepared by Harper’s 
method (Lancet, 1943, 2, 569), the product being sus- 
pended in broth. The exocellular inactivator was in 
some cases purified by adsorption on aluminium oxide 
and elution with 1-5 M phosphate buffer at pH 7. 

The bacteria tested were found to fall into three groups. 
Group (1) consisted of organisms which produced 
a potent endocellular penicillin inactivator and in- 
cluded Klebsiella, Bacterium coli var. acidilacti, shigella, 
lactobacilli, chromobacteria, clostridia, Corynebacterium 
diphtheriae, diphtheroids, Micrococcus lysodeikticus, 
vibrio from soil, staphylococci (15%), and Streptococcus 
faecalis. Group (2) consisted of bacteria which possessed 
both an endocellular and an exocellular inactivator and 
included Aerobacter aerogenes, Bact. cloacae, Bact. coli 
var. commune, paracolon bacilli, achromobacteria, 
Pseudomonas aeruginosa, Ps. fluorescens, B. subtilis, 
B. megatherium, B. mycoides, Proteus vulgaris, and 
Chromobact. prodigiosum. Group (3) organisms 
possessed neither inactivator and included salmonella, 
Mycobacterium tuberculosis, staphylococci, streptococci, 
pneumococci, meningococci, and _ pasteurella. An 
exocellular inactivator was never found in the absence 
of the endocellular enzyme. 

The inactivators were studied in detail in three strains 
of achromobacteria and 2 strains of Ps. aeruginosa grown 
at 24° C., and it was found that whereas the endocellular 
inactivator appeared in the first part of the logarithmic 
phase of growth and remained fairly constant, the 
exocellular inactivator was not detectable until late in the 
logarithmic phase and increased steadily for about 20 
to 25 days, a point corresponding to the lowering of the 
viability curve, after which it declined pari passu with 
the decline of living bacteria. The author suggests that 
the very early appearance of the endocellular factor points 
to its being essential for growth of the organism. The 
production of endoceliular inactivator remained fairly 
constant, but that of the exocellular enzyme varied 
considerably under different conditions; it was, for 
example, greatly influenced by temperature. The 
presence of penicillin also stimulated the production of 
the exocellular substance, whereas it had little effect on 
the endoceilular factor. Penicillin never induced the 
power of penicillin-destruction in organisms previously 
devoid of it. Endocellular inactivation was not produced 
in the synthetic medium unless protein were added. 
A number of bacteria, including pneumococci, strepto- 
cocci, and staphylococci, were found to destroy penicillin, 
although no exo- or endo-cellular inactivator could be 
isolated. The exocellular inactivator formed by dif- 
ferent genera of micro-organisms did not act uniformly 


on penicillins F, G, K, and X. All were finally in- 


activated, but the rate varied with different bacteria, 
Purified samples of the exocellular enzyme from one 
strain each of Ps. aeruginosa, Ps. fluorescens and two 
strains of achromobacteria were studied. The optimum 
PH was 7-0, with an effective range of 5-1 to 7-6, and 
temperature 37°C., with an effective range of 14° to 
47°C. They were completely inactivated by heating 
for 15 minutes at 55° C. or boiling for 10 seconds. 
Mary Barber 


1005. Penicillin-resistant Staphylococci. Incidence in 
Relation to Length of Stay in Hospital 
H. J. F. Catrns and G. A. C. Summers. Lancet [Lancet] 


‘1, 446, March 11, 1950. 3 refs. 


Penicillin sensitivity was studied of strains of Staphylo- 
coccus pyogenes isolated from 326 in-patients, whose 
records showed how long they had been in hospital 
before the organism was isolated. The strains of 
Staph. pyogenes were divided into sensitive and resistant 
ones, according to their reaction on a penicillin gutter- 
plate containing 1 unit of penicillin per ml. of agar in the 
gutter. The patients were divided into five groups and 
the percentages of penicillin-resistant strains analysed 
separately for each group. Three groups of patients 
all had an infection and the following results were 
obtained: of 70 cases of closed infection present on 
admission 19% yielded resistant strains and of 103 cases of 
open infection present on admission 43% were resistant 
to penicillin, whereas in 68 cases of infection arising in 
hospital the percentage of resistant strains was as high 
as 78. The remaining two groups consisted of 57 patients 
in whom the infecting role of the staphylococcus was 
doubtful and in 46% of whom the staphylococcus was 
penicillin-resistant, and 28 patients without infection 
(the staphylococcus being isolated, for example, from a 
nasal swab) 61% of whom yielded a resistant strain. 

Further analysis of the 103 cases of open infection 
showed that out of 51 cases from which the swab was 
taken within 1 day of admission 25% yielded resistant 
strains whereas 68% yielded resistant cultures when the 
swab was taken 8 or more days after admission. When 
these cases were analysed separately according to 
whether or not penicillin had been given before the swab 
was taken, it was shown that previous penicillin therapy 
did not increase the percentage of resistant strains. 

[These results clearly emphasize the importance of 
hospital cross-infection in the production of penicillin- 
resistant staphylococcal infection. Since, however, 
19% of cases of closed infection present on admission 
yielded penicillin-resistant staphylococci it seems rather 
an over-statement to say that “ resistant strains would 
rarely emerge if cross-infection were avoided.”’] 

Mary Barber 


1006. Determination of Bacterial Resistance to Penicillin, 
Sulfathiazole and Streptomycin. [In English] 

E. Morcu-Lunp. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.] 26, 821-829, 
March 3, 1950. 5 refs. 


For the routine determination of bacterial resistance to 
antibiotics, specimens were cultured directly on to 
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* resistance plates”’. These were 10% blood agar plates 
6 to 8 mm. thick and 9 to 10 cm. in diameter, on which 
were placed three circular, sterile disks of filter paper 
15 mm. in diameter. The disks were wetted, respectively, 
with one drop of solutions of penicillin (200 units per 
ml.), sulphathiazole (0-5%), and streptomycin (10,000 
units per ml.). After overnight incubation the diameters 
of the inhibition zones were read. An organism was 
regarded as resistant to the agent if the measurement was 
less than 15 mm., slightly sensitive if it was 16 to 24 mm., 
moderately sensitive if it was 25 to 34 mm., and strongly 
sensitive if it was over 35 mm. Where initial cultures 
gave a mixed growth, the individual strains were re-tested 
separately. 

After preliminary experiments in which the results 
obtained by this method were compared with those 
obtained by the serial-dilution technique, the author 
carried out tests on 5,998 bacterial strains derived from 
4,781 specimens and here analyses the results. Of 624 
strains of Staphylococcus aureus 8°%% were resistant to 
penicillin, 19% to sulphathiazole, and none to strepto- 
mycin. With 612 strains of Staph. albus the per- 
centage of resistant cultures was 15 to penicillin, 19 to 
sulphathiazole, and 2 to streptomycin. The haemolytic 
streptococci (445 strains were tested) were all sensitive to 
penicillin and streptomycin; 17% were resistant to sulpha- 
thiazole when undiluted cultures were used, but only 4% 
were resistant to this agent if the culture was diluted 
1 in 200 before testing. There were 582 strains of non- 
haemolytic streptococci and 717 of enterococci; of the 
former, 7°% were resistant to penicillin, 30% to sulpha- 
thiazole, and 1% to streptomycin; of the latter all were 
resistant to sulphathiazole, more than half to penicillin, 
and 10° to streptomycin. None of 259 strains of 
pneumococci was resistant to any of the three agents. 

A large number of Gram-negative bacilli were tested. 
To penicillin, nearly all strains of Bacterium coli, Proteus, 
Klebsiella, Pseudomonas aeruginosa, and Salmonella 
were resistant, whereas of 59 strains of Haemophilus 
27°, were resistant and the rest slightly or moderately 
sensitive. To sulphathiazole, Bact. coli, Salmonella, 
and Haemophilus yielded 32%, 43%, and 3% respectively 
of resistant strains; with all other Gram-negative bacilli 
the percentage was much higher. To streptomycin, 
Salmonella and Haemophilus strains were not tested and 
the other species yielded 15% to 36% of resistant cul- 
tures. Other organisms tested included 6 strains of 
meningococci, all of which were sensitive to all three 
agents, and one strain of Monilia albicans resistant to all 
three. Mary Barber 


1007. Jn vitro Sensitivity of Coliform Bacilli to Seven 
Antibiotics (Penicillin, Streptomycin, Bacitracin, Poly- 
myxin, Aerosporin, Aureomycin, and Chloromycetin) 

P. F. FRANK, C. WiLcox, and M. FINLAND. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.} 
35, 188-204, Feb., 1950. 2 figs., 5 refs. 


This paper records the action of 7 antibiotics on strains 
of Bacterium coli, Aerobacter aerogenes, and Klebsiella 
pneumoniae isolated from active infective processes. The 
antibiotics used were crystalline potassium penicillin G 
containing 1,550 units per mg. (1 unit=0-6 yg.), strepto- 


mycin hydrochloride, or calcium chloride complex, 
bacitracin containing 34 units per mg., polymyxin 
hydrochloride, aerosporin (‘‘ polymyxin B”’) crystalline 
aureomycin hydrochloride and_ crystalline chlor- 
amphenicol. Sensitivity tests were carried out by a 
plate-dilution method, when a 2 mm.-diameter loopful of 
culture was streaked on to a segment of each of a series 
of plates containing heart infusion agar and various 
concentrations of antibiotic. In some cases the results 
were compared with those obtained by a tube-dilution 
method. The two techniques usually gave comparable 
results, but when differences did occur the end-point 
(concentration causing complete inhibition) with the 
plate-dilution method was usually twice as high as that 
obtained by the tube method. The range of concentra- 
tions causing partial inhibition was also great with the 
plate-dilution method. 

Nearly all of 22 strains of Bact. coli were completely 
inhibited by 1 to 2 zg. polymyxin and aerosporin per ml., 
whereas about 6 yg. aureomycin and chloramphenicol 
per ml. was necessary to produce a similar effect. 
There was wide variation in the sensitivity of the dif- 
ferent strains to streptomycin and penicillin. With the 
former, the inhibitory concentration ranged from 6:3 to 
over 1,000 pg. per ml. and with the latter from 38 to 
more than 6,000 wg. per ml. With streptomycin there 
was a four- to eight-fold difference between the concentra- 
tion required for complete inhibition and that necessary 
to cause partial inhibition, whereas with the other anti- 
biotics the difference was usually two-fold. The 
inhibiting concentration of bacitracin was 5,000 to 
10,000 yg. per ml. 

Similar results were obtained with 23 strains of 
Aerobacter aerogenes although more strains of this 
organism required higher concentrations of each anti- 
biotic (especially penicillin) than had been the case with 
Bact. coli; with streptomycin, although there were more 
relatively resistant strains, the majority were inhibited by 
about half the concentration required for most of the 
Bact coli strains. 

The results obtained with 23 strains of K. pneumoniae 
were similar except that most of the strains were much 
more sensitive to streptomycin and penicillin. Thus, all 
but one strain were completely inhibited by a concentra- 
tion of 0-8 to 6-3 yg. streptomycin per ml. and most of 
the strains by 20 yg. or less of penicillin per ml. 

Mary Barber 


1008. Jn vitro Sensitivity of Bacillus proteus and Pseudo- 
monas aeruginosa to Seven Antibiotics (Penicillin, Strepto- 
mycin, Bacitracin, Polymyxin, Aerosporin, Aureomycin, 
and Chloromycetin) 

P. F. FRANK, C. WILCOX, and M. FINLAND. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.] 
35, 205-214, Feb., 1950. 1 fig., 1 ref. 


The antibiotics and techniques used in this investiga- 
tion are similar to those recorded in the previous paper 
(Abstract 1007), but the organisms studied were Proteus 
vulgaris and Pseudomonas aeruginosa. Test with 18 
strains of Proteus showed that, unlike the organisms 
tested in the previous study, all the Proteus cultures 
were highly resistant to polymyxin, aerosporin, and 
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aureomycin. Chloramphenicol gave the best average 
results, all strains being completely inhibited by con- 
centrations of from 3-0 to 50 yg. per ml. Most of the 
strains were completely inhibited by from 12-5 to 50 yg. 
streptomycin per ml. and partially inhibited by one- 
fourth this concentration. Three strains, however, were 
resistant to over 1,000 yg. of this antibiotic per ml. 
Thirteen of the strains were inhibited by 10 to 40 yg. 
of penicillin per ml., but 4 were resistant to 1,200 yg. per 
ml. All strains were resistant to bacitracin. 

Twenty-five strains of Ps. aeruginosa were tested. 
Against these strains aerosporin and polymyxin were the 
most effective, all of the strains being completely 
inhibited by from 2:5 to 10 jg. of the former per ml. and 
3-1 to 50 yg. of the latter per ml. Chloramphenicol, 
aureomycin, and streptomycin were much less effective; 
most of the strains were inhibited only by 100 to 500 yg. 
of these antibiotics per ml. and a few were even more 
resistant, especially to streptomycin. All strains were 
highly resistant to penicillin and bacitracin. 

Mary Barber 


1009. Jn vitro Sensitivity of Human Pathogenic Strains 
of Streptococci to Seven Antibiotics. (Penicillin, Strepto- 
mycin, Bacitracin, Polymyxin, Aerosporin, Aureomycin, 
and Chloromycetin) 

M. FINLAND, C. WiLcox, and P. F. FRANK. American 
Journal of Clinical Pathology [Amer. J. clin. Path.] 20, 
208-217, March, 1950. 1 fig., 4 refs. 


The organisms studied in this investigation were in 
most cases recently isolated from patients with active 
infective processes. Strains causing f-haemolysis on 
sheep (or horse) blood agar plates were classified as 
“haemolytic ”’, whilst those causing «-haemolysis or 
none were called “ viridans ’’. Heat-resistant organisms 
were classified as enterococci, regardless of the type of 
haemolysis. Sensitivity tests in vitro were carried out by 
the tube and plate dilution methods described previously 
(see Abstract 1007). 

When 24 typed strains of group-A haemolytic strepto- 
cocci were tested simultaneously against the 7 anti- 
biotics, it was found that all 24 were completely inhibited 
by concentrations of 0-005 to 0-02 xg. per ml. of penicillin, 
16 to 63 yg. per ml. of streptomycin, 0-22 to 0-45 pg. 
per ml. of bacitracin, 0-4 to 1-6 yg. per ml. of aureomycin, 
and 1-6 to 12-5 yg. per ml. of choramphenicol, but were 
highly resistant to polymyxin and aerosporin. Similar 
results were obtained with a larger number of strains of 
haemolytic streptococci (230 against penicillin, 37 against 
streptomycin, and 64 against aureomycin). The results 
obtained with 10 strains of Streptococcus viridans 
simultaneously tested against the 7 antibiotics showed 
less uniformity. The minimum concentration causing 
complete inhibition of these strains was 0-04 to 1-2 pg. 
per ml. with penicillin, 12-5 to 200 yg. per ml. with 
streptomycin, 0-8 to 6-3 yg. per ml. with aureomycin, 
and 3-1 to 6:3 yg. per ml. with chloramphenicol. Eight 
of the strains were completely inhibited by concentrations 
of 4 to 15 yg. per ml. of bacitracin, but the remaining 
2 were inhibited only by 60 and 500 yg. per ml. respec- 
tively. All strains were highly resistant to polymyxin 
and aerosporin. Similar results were obtained with a 


larger series of Strep. viridans, except that a few fell 
outside the above ranges; thus 1 strain only was in- 
hibited by 12-5 to 15 ug. per ml. of penicillin, and 4 were 
inhibited by 25 to 30 pg. per ml. of aureomycin. 
Twelve strains of enterococci were tested simultaneously 
against all 7 antibiotics. The different strains showed 
little variation but were much more resistant to the 
antibiotics than the two previous groups. The minimum 
concentrations causing complete inhibition were 2-5 to 
5-0 yg. per ml. with penicillin, 30 to 120 wg. per ml. with 
bacitracin, 3-1 to 6:3 yg. per ml. with aureomycin, and 
6:3 to 12-5 wg. per ml. with chloramphenicol. For 
10 of the strains the inhibiting concentration of strepto- 
mycin was 200 ug. per ml. and the other 2 were not 
sensitive to 200 ug. per ml. All were resistant to 
concentrations of 200 yg. per ml. of polymyxin and 
aerosporin. A larger series of enterococci showed 
much less uniformity. Thus when 44 strains were tested 
against penicillin the inhibiting concentration varied from 
0-01 to 120 yg. per ml. 

Thus on a weight basis penicillin was the most effective 
agent against all 3 groups of streptococci, and aerosporin 
and polymyxin were of little value. The order of 
effectiveness of the other 4 agents against the haemolytic 
streptococci was: bacitracin, aureomycin, chlorampheni- 
col, and streptomycin. Against Strep. viridans and 
enterococci the order was: aureomycin, chloramphenicol, 
bacitracin, and streptomycin. Mary Barber 


1010. Jn vitro Susceptibility of Pneumococci to Seven 
Antibiotics. (Penicillin, Streptomycin, Bacitracin, Poly- 
myxin, Aerosporin, Aureomycin, and Chloromycetin) 

G. G. JACKSON, T. M. Gocke, C. WILCox, and M. FIn- 
LAND. American Journal of Clinical Pathology [Amer. 
J. clin. Path.) 20, 218-224, March, 1950. 1 fig., 7 refs. 


The susceptibility was tested in vitro of a large number 
of strains of Streptococcus pneumoniae to the same seven 
antibiotics as used in the previous work (see Abstracts 
1007-9). Nearly all the strains were isolated from patients 
with active infection; 68-6°% were isolated from sputum, 
lung, or pharynx, 16:1% from blood cultures, and 
15-4% from purulent discharges When a group of 
24 strains were tested simultaneously against the seven 
antibiotics, the concentrations (in wg. per ml. medium) 
causing complete inhibition were as follows: 0-005 to 
0-02 for penicillin, 6-3 to 50 for streptomycin, 3-1 to 
50 for bacitracin, 0-4 to 3-1 for aureomycin, and 1-6 
to 6:3 for chloramphenicol. All strains were highly 
resistant to polymyxin and aerosporin. With penicillin, 
streptomycin, and chloramphenicol the concentration 
causing complete inhibition was only two or four times 
greater than that causing partial inhibition. With baci- 
tracin and aureomycin, however, the increase necessary 
was four- or eight-fold. Further tests in a large series of 
strains of pneumococci showed essentially similar results. 

Mary Barber 


1011. The Action of p-Tubocurarine Chloride and other 
Curarizing Drugs on the Growth of Certain Microorganisms 
L. I. D. F. Marsu, E. H. Lupwic, and 
J. M. Stack. Journal of Infectious Diseases [J. infect. 
Dis.] 86, 136-145, March-April, 1950. 12 refs. 
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1012 The Time for Supplementing Breast Feeding. 
(O cpokax NpHKopMa rpyWHOM 
I. M. OstrovskayA. Ilegquarpua [Pediatrija] No. 1, 
17-25, Jan.—Feb., 1950. 13 refs. 


It was definitely proved that breast-fed children 
gained weight more regularly than those who were given 
mixed or artificial feeds. The highest morbidity was 
observed in children who were fed artificially during the 
first month of their lives, and the morbidity in this group 
of artificially-fed children remained high even during the 
second and third years of their lives. The incidence of 
gastro-intestinal diseases and pneumonia during the first 
year shows the same increase above normal. There were 
twice as many cases of pneumonia in children who were 
fed artificially as in those breast-fed, with a correspond- 
ing increase in mortality from pneumonia. In con- 
clusion the author states that if the mother has enough 
breast milk there is no need to start artificial feeding 
before the baby is 5 months old. If feeding is supple- 
mented before that time, there is a tendency to change 
over to artificial feeding very soon, with the result that 
morbidity and mortality rise. H.W. Swann 


1013. Studies on Puberty. Part II. The Pattern of 
Differential Growth 

R. H. Cawtey, J. A. H. WATERHOUSE, and H. HoGBEN. 
British Journal of Social Medicine (Brit. J. Soc. Med.] 3, 
157-182, Oct., 1949. 7 figs., 6 refs. 


1014. Encephalopathy after Combined Diphtheria—Per- 
tussis Inoculation. Report of a Case 

I. M. ANDERSON and D. Morris. Lancet [Lancet] 1, 
537-539, March 25, 1950. 5 figs., 14 refs. 


In a boy of 2 years 7 months, one of a pair of twins, 
generalized convulsions developed 36 hours after the first 
immunizing dose of combined diphtheria-pertussis 
antigens. Three months earlier he had had a short-lived 
generalized convulsion with a transient right hemiplegia, 
which at the time had been regarded as due to mumps 
encephalitis, but no investigations had been carried 
out and he had been discharged the following day. 

On admission to hospital 48 hours after the immunizing 
injection he was comatose, with a swinging temperature 
and further convulsions. The cerebrospinal fluid was 
normal and clinically there was no indication of menin- 
gitis. During the week he recovered consciousness, but 
a right hemiplegia and loss of speech developed. Eight 
months later dilatation of the left lateral ventricle was 
demonstrated by lumbar encephalography, and after 
11 months diminished electrical activity of the left 
cerebral hemisphere could be shown by electroencephalo- 
graphy. He was discharged one year after admission 
having, at the age of 3 years 7 months, a vocabulary of 
10 words and showing otherwise severe mental retarda- 
tion and a spastic, though diminishing, hemiplegia and 
possibly a right homonymous hemianopia. 
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Discussing the implications of this case in the light of 
reports of similar cases in the literature since 1933 the 
authors suggest that pertussis vaccination should not be 
carried out if there is a history of convulsions in the 
child or the family; if there is any untoward 
reaction to a first injection, further immunization should 
be abandoned. 

[In view of the earlier history one hesitates to hold the 
injection directly responsible for the neurological 
symptoms, although it may have stimulated a dormant 
process. An examination of the cerebrospinal fluid at 
the time of the earlier convulsion might well have shed 
more light on the pathogenesis of the encephalopathy 
which developed 3 months later.] K. S. Zinnemann 


1015. Evaluation of Blood Transfusion in Dystrophy in 
Infants. (Wert oder Unwert der Bluttransfusion bei 
dystrophen Saduglingen) 

D. Archiv fiir Kinderheilkunde [Arch. Kinder- 
heilk.) 138, 4-27, 1949. 20 refs. 


During the treatment of marasmic or dystrophic infants 
two major difficulties have to be met: the inadequate 
response to nutritional therapy, and the poor resistance 
to infection. In these circumstances blood transfusion 
appears to be indicated, either to increase immune bodies 
or as a general stimulant of cell function. The favour- 
able effect of transfusion in cases complicated by 
alimentary or post-infective anaemia is generally recog- 
nized, but there has been some doubt about its value in 
non-complicated cases. 

The progress of a group of 86 dystrophic infants who 
received 300 blood transfusions has been scrutinized by 
the author. The condition varied in severity: 56 infants 
were 12-6% underweight on admission and. the others, 
though of normal weight, were either retarded in growth 
and showed clinically signs of wasting, or failed to 
regain their birth-weight within 5 weeks. The majority 
of the infants (51) were between 1 and 3 months of age. 
The therapeutic response was assessed with reference to 
the average weight increase, digestive tolerance, reaction 
to infections, and the condition of the cardiovascular 
system. The number of transfusions given in individual 
cases ranged from | to 12° within a mean period of 
12 days. The final results were unimpressive. Only 
7 infants responded satisfactorily, and then only after 
treatment lasting 91 days. Sixty infants, although they 
had gained weight on discharge, had failed to reach a 
normal average weight. Six infants had lost weight on 
discharge after 50 days’ treatment, and 13 infants died. 
The effect of a single transfusion was compared with that 
of repeated ones. Out of 26 patients given a single trans- 
fusion only 4 improved satisfactorily, and in these the 
result could not be attributed solely to the transfusion. 
In 6 cases in which transfusion was repeated 10 to 12 times 
during a period of treatment lasting 132 to 269 days the 
result was unsatisfactory. The average daily weight 
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increase was only 3-6 to 9-7 g. instead of the expected 
normal average of 20 g. To the 7 cured infants a 
total of 17 transfusions was administered, but there was 
again no conclusive evidence that the cure was related to 
the transfusions; 7 infants who died had received 
altogether 39 blood transfusions, a temporary improve- 
ment being observed in nine instances, the condition 
remained unchanged in 13, while in 17 instances an actual 
deterioration in the patient’s state was noted, manifesting 
itself in hyperpyrexia, relapse of previous infections, 
sudden loss of weight, or toxic conditions. 

Out of a total of 300 blood transfusions, 199 (66-3°%) 
failed to improve the patient’s condition and, although in 
the remaining 101 instances (33-7%) an improvement was 
observed, in 84 (28%) it could not be solely attributed to 
the transfusions. Only in 17 instances (5-:7%) was the 
improvement after transfusion significant. An actual 
deterioration of the condition occurred in 22 instances 
(7:3%). Thus the author concludes that in non- 
complicated cases of alimentary dystrophy blood trans- 
fusion does not seem to be indicated, and being a thera- 
peutic measure involving some risk it should not be 
carried out indiscriminately. M. Dynski-Klein 


1016. The Effect of the Chronic Consumption of Alcohol 
on the Development of Children. (Beitrag zur Wirkung 
des chron. Alkoholkonsums auf die Entwicklung des 
Kindes) 

E. Fiscuer. Archiv fiir Kinderheilkunde (Arch. Kinder- 
heilk.] 138, 199-211, 1950. 


The author examined 1,938 children, 975 boys and 
963 girls, in 12 villages of a German wine-growing 
district, the Kaiserstuhl, and compared the results with 
those obtained by others in similar studies of children 
living in the towns of Freiburg and Stuttgart, in the 
Black Forest, and in another department of Baden, the 
Markgrafler Land. Many children in the Kaiserstuhl 
work in the vineyards the whole year through, while the 
grape-harvest, being of exceptionally short duration in this 
district, is a time of hard labour, children carrying manure 
in baskets on their backs along the steep hill paths and 
bringing back the grapes. Many of the children get 
5 to 6 hours’ sleep only, being up at'dawn to work in the 
vineyards before going to school. Their diet is mono- 
tonous and poor, all the milk and butter being sold to the 
towns. The wine-growers do not drink the best wine, 
but a low-quality beverage containing 7-24% of alcohol, 
of which they consume 3 to 5 litres a day on average, 
while 10 litres is not unusual. The amount of alcohol 
consumed by the children cannot be properly assessed, 
but is dependent to some extent upon age. The majority 
of babies are given wine in their milk bottles from the 
first or second day of their life, and children going to 
nursery schools take small bottles filled with wine in 
addition to their bread. Two-thirds of the school- 
children in the Kaiserstuhl district drink wine regularly, 
while only 2 to 3% abstain altogether. Housing condi- 
tions are bad, the inhabitants being more interested in 
keeping their wine cellars clean than their houses. Many 
families have only one bed, and more than half the school- 
children share a bed with other children. Of the parents 


of the children examined 89-9% earned their livelihood 
by viticulture, usually with some additional agricultural 
occupation; 91-4% of the children were descendants of 
the old established population of the Kaiserstuhl area, 
where a large consumption of alcohol has always been 
customary. 

The author found that the average development of 
these alcoholic children was at all ages greater, on 
average, than that of the other groups, both for boys 
and girls. The curve for the average height of Kaiser- 
stuhl boys showed a downward tendency at 12 years of 


age but was still on a higher level than that for boys in _ 


towns, the slowing-down being probably due to the 
heavy work the former boys have to perform. Goitre, 
which is endemic in the area, was no more prevalent 
among boys than in Freiburg, but appeared at an earlier 
age and lasted longer. The incidence of goitre among 
girls of the Kaiserstuhl was about 8-8% higher than in 
Freiburg, but this did not appear to have an adverse 
effect on development. Indeed, the author came to the 
conclusion that both boys and girls with an enlargement 
of the thyroid gland tended to be taller and heavier than 
children with a normal gland. 

On classifying the children into constitutional types, 
he found a preponderance of the cerebral type 
[which is a very remarkable finding in children devoted 
to a chronic consumption of alcohol]. Unfortunately, 
the records of cephalic indices were destroyed during an 
air attack. According to the author the population of 
the Kaiserstuhl belongs to the alpine and eastern races 
while 10% of the examined children showed charac- 
teristic Mongolian racial features with epicanthic folds, 
sloping eyes, and broad bridge of the nose, without 
signs of mental deficiency. As in his opinion the 
children’s intelligence seemed to be absolutely normal, 
intelligence tests were not performed. Classification of 
the physical state of health of the children examined 
as excellent, good, fair, bad, or pathological showed that 
69-3% of the children who drank regularly, and 65-:2% of 
those who drank occasionally, were placed in the first 
two classes, while the corresponding figures for the last 
two classes combined were 6-8% and 6-2% respectively. 
The average performance of 620 of the children in 
running 60 metres was, it is claimed, better in each age- 
group than that reported for Norwegian school-children. 
The author concludes that the chronic and large consump- 
tion of alcohol over a number of generations has had no 
injurious influence and that the consumption of alcohol 
from early infancy appears to have no ill effect upon the 
children’s physical development. 

[The author’s implied suggestion that the physical 
effects of alcohol on persons who drink as a consequence 
of their mental attitude and instability differ funda- 
mentally from those on individuals who become addicted 
to it because they are wine-growers is a strange doctrine 
and is certainly not adequately established by this 
investigation. His findings on the effect of alcohol on 
mental health do not correspond in any way with those of 
Kraepelin, whose conclusions are, perhaps unwittingly, 
confirmed by the present author when he states that the 
children showed a certain lack of judgment, memory, 
and concentration, but that their intelligence was quite 
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normal. The author’s objectivity in presenting his 
findings is more than astonishing and inevitably gives 
rise to doubts as to the possible motive behind his 
investigation. He seems to be satisfied with the conditions 
under which the children have to live and work—wine 
for the baby, the toddler, the school child, and the adult, 
with the result that everybody gains in weight, height, and 
thoracic circumference and remains mentally stable. 
It would be interesting to compare the school reports with 
the author’s impression of a community of nearly 100% 
physically and mentally healthy children addicted to the 
large and chronic consumption of alcohol, and also to 
follow the progress of the adolescents after leaving school. 
The implications of this paper hardly merit serious 
consideration by the medical profession; indeed, if the 
author’s claims could be substantiated a revolution in 
our conception of the feeding and upbringing of children 
would be necessary.] Franz Heimann 


1017. Clinical Significance of Eosinophilia in Children. 

L. L. Tlenuatrpua [Pediatrija] No. 1, 13-17, 
Jan.—Feb., 1950. 


Eosinophilia is quite common in children, but in spite 
of extensive studies of this subject its significance has not 
been clarified successfully yet. The belief that the 
appearance of an eosinophilia is a sign of recovery has 
not been confirmed; indeed, on the contrary, eosino- 
philia has been noted in chronic septic cases with a fatal 
outcome. Eosinophilia depends on the degree of 
formation of eosinophils during the height of a disease 
and also on the tonus of the sympathetic part of the 
vegetative nervous system during convalescence. As 
regards eosinophilia associated with intestinal parasites, 
the author examined 218 children with various parasites 
and found a definite eosinophilia in only 14-7%, while in 
50°% the eosinophilia was definitely absent. The author 
has also examined 55 children with various skin diseases 
and found that only in chronic eczema is definite eosino- 
philia regularly present. H. W. Swann 


1018. Urinary Lysozyme. III. Lysozymuria in Children 
with the Nephrotic Syndrome 

A. T. WiLson and W. P. HApDLey. Journal of Pediatrics 
[J. Pediat.] 36, 199-211, Feb., 1950. 10 refs. 


The authors studied lysozyme excretion in the urine of 
children with the nephrotic syndrome. The group 
examined comprised 14 children in the active stage with 
proteinuria, 4 in the quiescent stage, and | patient with 
orthostatic albuminuria. Compared with normal 
children who rarely excrete more than 32 units lysozyme 
per ml. urine the nephrotic group as a whole showed 
high figures for lysozyme excretion. Thus 10 out of 
14 in the active stage excreted from 64 to 1,024 units 
per ml. In general, patients with reduced urea clearance 
test values, nitrogen retention, and inability to excrete 
a concentrated urine showed high figures for lysozyme 
excretion, whereas those with normal urea clearances, 
unimpaired ability to concentrate the urine, and normal 
blood nitrogen values excreted normal quantities of 
lysozyme. There were, however, many unexplained 


263 


exceptions to this general rule. Thus 4 of the 14 cases 
of active nephrosis showed consistently normal figures. 
Detailed analysis of the findings brings out no exact 
correlation between the excretion of lysozyme on the 
one hand and the amount of protein excreted, the hypo- 
proteinaemia, or the clinical manifestations of the 
nephrotic syndrome on the other. The quantity of 
lysozyme excreted in a given time was not constant and 
did not depend on the volume of urine excreted. The 
patient with orthostatic albuminuria excreted a normal 
quantity (8 units per ml.) of lysozyme both at rest and 
after moderate exercise in the erect position. 
William Hughes 


1019. Specific Language Disability. A Cause of 
Scholastic Failure 

J. R. GALLAGHER. New England Journal of Medicine 
[New Engl. J. Med.] 242, 436-440, March 23, 1950. 
5 figs., 10 refs. 


The author, as school physician, Phillips Academy, 
Andover, Massachusetts, discusses specific language 
disability as a cause of scholastic failure. Failure of a 
child to do well at school is often a potent source of 
anxiety to himself and his parents and a cause of dis- 
couragement and maladjustment. During the past 
few years a large group of children were studied and 
treated at Phillips Academy, a college preparatory 
boarding school which admits only well-qualified 
students. Specific language disability is defined as 
failure in handling words in reading, spelling, talking, and 
writing, not caused by an obvious organic defect, and not 
including merely poor and slow reading. It was found 
to occur in 10% of the population, to be more common 
in boys than in girls and to result in poor performance 
or failure in English, history, and foreign languages— 
subjects dependent on facility in handling words. But 
such children usually showed an exceptionally high 
intelligence quotient and marked ability in mathematics 
and science. Common signs and symptoms of specific 
language disability are uneven, cramped handwriting, 
stumbling oral reading with many mispronunciations, 
confusion, transposition and omission of letters and 
syllables, numerous bizarre spelling mistakes, and some 
speech disorder (with perhaps a family history of this 
last symptom). The cause of the defect is not definitely 
known. 

The hypothesis that mirror writing and similar 
abnormalities result from failure to develop the 
dominance of one hemisphere provides the basis of treat- 
ment directed towards the development of visual, 
auditory, and kinaesthetic word associations in one 
hemisphere to make it the dominant one. Old-fashioned 
repetitious drill with the child seeing, hearing, saying, 
and writing letters, syllables, and words has been found 
to cause a close association between the kinaesthetic, 
auditory, and visual imagery for symbols. Careful 
attention to each letter in a word is necessary, also spelling 
rules, vocabulary building, and phonetics. Treatment 
should be begun early and carried on vigorously and 
continuously for as long as is necessary, some children 
needing only a few months, others 2 or 3 years for cure. 

Myra Mackenzie 


Medicine: 


1020. Clonic Spasm of the Diaphragm. Observations in 
Three Cases (with Special Attention to the ECG Findings). 
{In English] 

N. S6pERSTROM. Acta Medica Scandinavica [Acta med. 
scand.] 137, 27-36, 1950. 5 figs., 12 refs. 


Three patients with rapid clonic spasms of the 
diaphragm are described. The chief clinical feature was 
rapid abdominal pulsation in one case, tachypnoea with 
shock-like inspirations in the second, and hiccup in the 
third. In 2 out of the 3 cases the diaphragmatic contrac- 
tions were synchronous with, and probably induced by, 
the heart beat. The electrocardiograms of two of the 
patients showed short groups of rapid oscillations super- 
imposed over the ordinary tracings in leads II and III 
and in the chest lead. These corresponded with the 
diaphragmatic contractions and represented the muscle 
action-potentials; following these oscillations there was 
a slow curve resembling the U wave. This was con- 
sidered to be due to the mechanical shock of the violent 
contractions causing slight movements of the peripheral 
electrodes. Winston Turner 
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1021. Urethral Allergy. (Uretriti allergiche) 
V. Gritto. Giornale Italiano di Dermatologia e Sifilo- 
logia {G. ital. Derm. Sif.] 91, 67-78, Jan.—Feb., 1950. 


The author describes 5 patients with urethral discharge 
appearing at the time of allergic manifestations. Two 
patients suffered from ascariasis with urticaria, another 
from urticaria of 4 years’ duration and of doubtful 
cause, one from penicillin sensitization, and the fifth was 
a patient with cured syphilis who reacted to antitetanus 
serum given after an injury. The urethral discharge 
showed an eosinophilia ranging from 9% to 78% of the 
total leucocyte count. Micro-organisms were few in 
number and were not considered to be pathogenic. The 
possibility of a urethral reaction being provoked by 
various antigens is discussed. S. T. Anning 


1022. Antihistamine Drugs in Aerosol Form. (Anti- 
histaminicos en aerosol) 

F. J. FARRERONS-co and L. Pau-Roca. Medicina 
Clinica |Med. clin.] 14, 109-119, Feb., 1950. 11 figs., 
44 refs. 


The authors have investigated the protective action of 
antihistaminic drugs given in aerosol form to asthmatics 
after the injection of histamine. Calculation of an index 
of bronchial elasticity based on variations in vital 
capacity (for which the formula is given) enabled results 
to be assessed and compared, and the bronchodilator 
effect of sympathicomimetic drugs of the isopropyl- 
aminoethanol group to be measured. The effects of 
phenergan”, “‘antistin”, and “sympathin” were 
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studied. Antistin was the most effective, while phenergan 
was abandoned owing to its irritative local action and 
ineffectiveness in small doses. Antistin and phenergan 
also had a marked protective action against inhaled 
histamine. René Méndez 


1023. Clinical Tests of the Antihistaminic Drug ‘* Syno- 
pen ’’. (Klinische Untersuchungen mit der Anti- 
histaminsubstanz Synopen (Geigy) ) 

E. KuHNn. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.] 79, 1245-1257, Dec. 24, 1949, 
7 refs. 


The chemical formula of “‘ synopen” is N-dimethyl- 
aminoethyl -N - p-chlorobenzyl -o- aminopyridine hydro- 
chloride. A good therapeutic effect on the itching was 
observed in cases of urticaria and other itching skin 
diseases, as also on pruritus due to various other condi- 
tions such as icterus, Hodgkin’s disease, lymphogranu- 
loma, and diseases of the blood. Benefit also resulted in 
cases of asthma, serum disease, and purpura rheumatica. 
The author suggests an initial dose of 20 mg. parenterally, 
followed by 3 to 6 doses of 25 mg. daily by mouth. 

C. H. Beek (Excerpta Medica) 


1024. Evaluation of Histamine and Cholinesterase in 
Allergic Phenomena 
A. M. Hyort, A. S. WorDEN, and J. HOGLE. Annals 
of Internal Medicine [Ann. intern. Med.] 32, 217-228, 
Feb., 1950. 41 refs. 


An investigation was carried out to determine the 
importance of changes in the cholinesterase and hist- 
amine content of the blood in allergic states. The 
cholinesterase activity of cells and serum was estimated 
by the methods of Alles and Hawes in the blood of a 
series of allergic subjects. The values were found to fall 
mainly within normal limits and there was no relation 
between variations in the level of cholinesterase activity 
and in those of other constituents of the blood, includ- 
ing serum protein, serum chloride, erythrocytes, or 
haemoglobin. These results confirm those of other 
workers. 

The blood content of histamine in allergic subjects was 
estimated by means of dialysis through viscose tubing 
and by the Code method. The addition of histidine to 
fresh whole blood, with and without incubation for 
15 minutes at 37° C., led to no increase in histamine 
content. Blood histamine values were found to be 
consistently lower during the summer months. The 
incubation of blood with the allergen to which the 
patient was sensitive led to no significant increase in 
histamine content. These findings are at variance with 
those of Katz and Cohen (J. Amer. med. Ass., 1941, 117, 
1782). The authors consider that the finding of normal 
cholinesterase activity in the blood does not affect the 
possible significance of the cholinergic nervous system in 
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allergic states, in which there may be hypersensitivity to 
acetylcholine. They suggest that further work is 
needed to determine whether histamine is elaborated 
in the blood of allergic individuals. 

R. S. Bruce Pearson 


1025. Opposite Actions of Thyroid and Adrenal Hor- 
mones in Allergic Hypersensitivity 

D. A. LonGc and A. A. Mites. Lancet [Lancet] 1, 
492-495, March 18, 1950. 4 figs., 27 refs. 


In an experimental investigation of the relation of the 
allergic state to the thyroid—adrenal system, three groups 
of 20 guinea-pigs were given either 0-2 mg. of sodium 
thyroxine subcutaneously or 25 mg. propylthiouracil 
by mouth three times a week. On the tenth day an 
intradermal injection of 2,000 units of tuberculin was 
given and repeated twice weekly in order to induce hyper- 
sensitivity, which increased quickly in the animals treated 
with thyroxine, slowly in those not so treated. This 
enhancement disappeared 10 days after thyroxine was 
stopped. A second experiment was carried out on 
guinea-pigs which received 2 to 5 mg. of B.C.G. intra- 
muscularly, tuberculin skin tests being performed 30 to 
48 days after. The hypersensitivity was estimated from 
the size of the skin lesion produced. After treatment with 
thyroxine for 12 days, the hypersensitivity was 24 times 
that of controls, subsequently being reduced, on omission 
of thyroxine for 14 days, to less than half that of controls. 
A single dose of pituitary adrenocorticotrophic hormone 
decreased hypersensitivity to less than one-third, and 
3 daily doses of 1 mg. of cortisone decreased it to one- 
quarter that of controls. Two weeks later the hyper- 
sensitivity was, respectively, 3-4 and 9 times the normal. 
The authors suggest that thyroxine increases and the 
adrenocortical hormones diminish hypersensitivity. The 
* overswing ”’ observed after cessation of treatment with 
one glandular substance is suggested to be due to 
stimulation of the antagonistic gland leading to over- 
compensation. H. Herxheimer 
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1026. Nutritional Dystrophy among Children in Madras 
S. T. ACHAR. British Medical Journal [Brit. med. J.] 1, 
701-703, March 25, 1950. 3 figs., 10 refs. 


The author describes 78 cases of children who were 
admitted to hospitals in Madras with oedema and no 
albuminuria. Apart from the oedema, the chief clinical 
features were dermatoses (in 47°% of the cases), kerato- 
malacia and other signs of vitamin-A deficiency (42%), 
and cheilosis and other signs of vitamin-B deficiency 
(45%). Most of the children were between 1 and 2 years 
of age: almost all had dysentery or diarrhoea or a recent 
history of these. All had had an extremely poor diet, 
lacking especially in milk. The liver in all of the 12 fatal 
cases showed extreme fatty infiltration and/or fibrosis. 

The patients did not tolerate unmodified cow’s milk 
but they did well when treatment started with acidified 
half-cream milk fortified with casein, this being gradually 
changed to full-cream milk. Apart from diet the chief 
therapeutic measure was blood transfusion, often 


followed by transfusions of concentrated serum. The 
effectiveness of this was discovered only during the study 
of the cases described; whereas of the first 28 children 
in this series 10 died, of the subsequent 50 children only 
2 died. 

The ocular changes due to vitamin-A deficiency did 
not respond to oral administration of the vitamin but 
responded well to intramuscular injections. This, 
together with the apparent intolerance to full-cream milk, 
suggests that the digestion and absorption of fat is im- 
paired in this condition. An interesting feature of the 
disease was that, in spite of the severe malnutrition, signs 
of rickets or of scurvy were not seen. 

The author considers that this condition is similar to 
that described by other workers as kwashiorkhor, infantile 
pellagra, or malignant malnutrition, although dysentery 
or diarrhoea was not constantly seen by them. For 
various stated reasons, he himself prefers the term 
** nutritional dystrophy ”’. J. Yudkin 


1027. Kwashiorkhor 
P. B. VAN STEENIS. Documenta Neerlandica et Indonesica 


de Morbis Tropicis [Docum. neerl. indones. Morb. trop.) 
2, 44-50, March, 1950. 15 refs. 


Kwashiorkhor is usually described as occurring in 
children. In an adult sailor who had worked in the 
West Indies and was suffering from fatty diarrhoea, 
the author demonstrated large amounts of neutral fat in 
the stools, a very low content of tryptic and lipolytic 
ferments in the duodenal juice, and the presence of the 
zone of Head in the pancreatic segments. Mild anaemia,. 
angular cheilitis, and a red buccal mucous membrane 
were present, and after about a year’s illness the liver 
became fatty and cirrhotic, general oedema developed, 
and the hair lost its pigmentation. He was seriously 
debilitated, with considerable muscular weakness and 
atrophy of the muscular system. The albumin fraction 
of the plasma protein was greatly reduced. The patient 
improved on a diet containing a high proportion of 
casein, low in fat and high in vitamin content. The 
liver changes disappeared in 14 days after choline had 
been given. G. M. Findlay 


1028. Season, Nutrition and Pellagra ; 

F. SARGENT and V. W. SARGENT. New England Journal 
of Medicine [|New Engl. J. Med.] 242, 447-453, March 23, 
and 507-514, March 30, 1950. 5 figs., bibliography. 


The seasonal incidence of many diseases, including 
those believed to be due to deficiency states, is well 
recognized. In regard to the latter, many have con- 
sidered the problem merely as one of seasonal variation 
in available food supplies. In the present article the 
authors have attempted to examine the matter in the 
light of the theory put forward by Hughes (Seasonal 
Variations in Man, London, 1931) and suggest ‘ that 
the nutritive requirements of the tissues are conditioned 
by the seasonally changing metabolic states of the human 
being and that the response of the bodily organs to in- 
gested food changes from season to season”. In 
this way they would explain the seemingly paradoxical 
observations of others, namely, that nutritive failure 
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most frequently occurs in a group at a season when its 
members are consuming relatively large amounts of 
nutritious food. 

Briefly, Hughes postulated a 2-phase nutritional yearly 
cycle—the anaphase extending from April through 
September being a period of activity and physiological 
preparation for complete deprivation of food and for 
rest in the primitive mammal (hibernation) during the 
second phase or cataphase. If these vestigial physio- 
logical patterns do in fact exist, then it is suggested that 
human food requirements will be influenced by these 
seasonal demands. Nutritive food substances should 
then be classified according to their relative tendency to 
be stored in the organism, fat (and fat-soluble vitamins) 
forming a group of ** reserved ” substances, proteins and 
water-soluble vitamins a second or “unreserved” 
group. ‘“* The anaphase, according to theory, is a phase 
of expected activity. During this period tissue demands 
for unreserved substances are increased because the 
organism will maintain cell nutrition slightly more on 
unreserved substances, which are chiefly required during 
activity. Consequently, the effects of a deficiency of 
unreserved substance will occur chiefly in the anaphase ”’, 

The authors have made a study of some of Gold- 
berger’s original dietary data collected in 1917 and now, 
32 years later, since reliable food composition tables have 
recently become available, they have determined the 
proximate composition of those dietaries. Many 
assumptions are made but the authors give reasons for 
believing that they are made safely. They show that 
among the population with which Goldberger was dealing 
pellagra began to appear when the diet was at its best, 
while the calculated nutrient value of the diet was at its 
lowest when the wave of pellagra disappeared. The 
seasonal variation in the calculated intake of fat, calories, 
protein, and carbohydrate was worked out. Each shows 
an annual biphasic swing, but whereas the primary 
maximum for fat occurs in the summer and the secondary 
maximum in the winter, the curves for total calories, 
carbohydrate, and protein show minimal values in the 
summer—concurrently with the primary maximum of the 
fat intake. Further calculations showed that the intake 
of nicotinic acid and aneurin was parallel with that of 
animal protein and that the intake of all three was lower 
in the period April to September than during the period 
October to March. 

[The calculated intake of nutrients by the population 
which Goldberger investigated reached maximal levels in 
March, coincident with the first appearance of pellagra: 
at the same time the maximum amount of corn (maize) 
meal was being taken, but there is no discussion concerning 
pellagrogenic factors, and no mention is made of the 
biosynthesis of vitamins.] H. S. Stannus 


1029. Diabetes Mellitus and Liver Dysfunction. Etio- 
logic and Therapeutic Considerations 

C. M. Leevy, C. M. Ryan, and J. C. FINeBera. 
American Journal of Medicine [Amer. J. Med.] 8, 290-299, 
March, 1950. 5 figs., 17 refs. 


That liver dysfunction may aggravate, and occasionally 
produce, the diabetic syndrome is the opinion of the 
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authors after studying 380 patients with diabetes mellitus 
at Jersey City Medical Centre. A _ battery of liver 
function tests was carried out on each patient and 
abnormalities in at least two of these tests were found in 
40% of cases. Needle biopsy performed on 30 selected 
patients revealed a fatty liver in 8 cases, and portal 
cirrhosis in a further 8. A diet of about 300 g. of carbo- 
hydrate, 150 g. of protein, and 70 g. of fat with the 
addition of vitamins, crude liver extract, methionine, and 
choline was given to 65 patients, in 41 of whom carbo- 
hydrate tolerance was improved. This improvement was 
accompanied by disappearance of fat from the liver in 
those cases in which needle biopsy was performed. 

[All the patients with abnormal hepatic histology were 
undernourished chronic alcoholics, which complicates 
the picture, but the main conclusions appear valid.] 

R. B. Terry 


1030. Diabetes Mellitus and Addison’s Disease; Report 
of Case with Normal Urinary Corticosteroids and High 
Insulin Requirement 

E. Warp, T. W. PARKIN, and L. P. Howarpb. Pro- 
ceedings of the Staff Meetings of the Mayo Clinic {Proc. 
Mayo Clin.] 25, 145-149, March 29, 1950. 9 refs. 


A detailed case report is given of a patient in whom 
Addison’s disease supervened after he had been treated 
for diabetes mellitus for 13 years. Usually in such cases 
the insulin requirement falls owing to increased sensitivity 
to insulin, but this patient’s insulin needs did not change 
appreciably. In conformity with this, his urinary output 
of corticosteroids was normal, and it is suggested that 
continued formation of corticosteroids prevented the 
usual increase in insulin sensitivity. The clinical signs 
of Addison’s disease were definite, the excretion of 
17-ketosteroids was low, and tests showed severe impair- 
ment of the 11l-oxycorticosteroid-like function of the 
adrenals. The possibility of adrenal damage which 
did not affect the production of one group of adrenal 
hormones is discussed. D. A. K. Black 


1031. The Time before Meals at which Insulin should be 
given to Diabetics. (Sa cKonmbKO BDeMeHH 
BBOLUTb MHabeTOM HHCYNHH ?) 

S. G. Genes and N. S. VeLLeR. 
Menguuuna [Klin. Med., Mosk.] 28, No. 2, 57-60, Feb., 
1950. 6 refs. 


The question of the time before meals at which insulin 
should be given was investigated in 30 patients with 
diabetes mellitus and 5 depancreatized dogs. Insulin 
was given 15, 20, 30, 60, 90, or 120 minutes before a 
meal of 50, 100, or 150 g. glucose. It was found that 
insulin given_60 minutes before the glucose was most 
effective, preventing alimentary glycosuria, allowing the 
greatest carbohydrate intake, and preventing an 
abnormally high level of blood glucose. 

[The insulin appears to have been soluble (this is not 
explicit) and no reference is made to zinc protamine or 
globulin insulin.] Jeffrey Boss 


See also Section Physiology and Biochemistry, 
Abstract 896. 
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Cardiovascular Disorders 


1032. Sodium ‘Succinate as a Test of Circulatory 
Efficiency 

I. GREENFIELD. Annals of Internal Medicine [Ann. intern. 
Med.] 32, 524-527, March, 1950. 15 refs. 


Sodium succinate is a satisfactory agent for use in 
measuring the velocity of blood flow, giving an objective 
end-point. When 1-5 ml. of a 30% aqueous solution 
of disodium succinate hexahydrate is injected into the 
antecubital vein, the beginning of the end-point is indi- 
cated by an upward movement of the cricoid cartilage, 
caused by a sudden desire to swallow, which is followed 
by a cough or short bout of coughing. The mean 
circulation time in 60 normal people as estimated by this 
method was 15-8 seconds. Neither in these individuals 
nor in 12 others with congestive cardiac failure were there 
any unpleasant side-reactions. T. Semple 


1033. The Oesophageal Electrocardiogram in Auricular 
Fibrillation and Flutter. (Das Osophagus-Elektro- 
kardiogramm beim Vorhoffilattern und Vorhofflimmern) 
H. FRANKE. Zeitschrift fiir klinische Medizin [Z. klin. 
Med.} 146, 171-186, 1950. 7 figs., 9 refs. 


Electrocardiograms were taken synchronously with 
oesophageal and standard leads in patients with auricular 
flutter and auricular fibrillation. In the cases of auricular 
flutter the greatest voltage of the flutter waves in the 
oesophageal leads was obtained with the electrode 
4 to 6 cm. above the diaphragm, the waves being found 
to be very similar to, if not identical with, the P waves 
in tracings obtained from the same patients after the 
establishment of sinus rhythm. The presence of a Ta 
wave in the tracings of flutter is stressed. In cases of 
auricular fibrillation the greatest voltage was obtained 
with the oesophageal lead 6 to 8 cm. above the diaphragm 
and no Ta waves were found, even in cases of coarse 
fibrillation where the standard leads at times suggested 
the presence of periods of auricular flutter. 

G. Schoenewald 


1034. Alterations in the Circulation during Cardiac 
Tamponade due to Pericardial Effusion. An Experi- 
mental Study Employing Cardiac Catheterization 

J. M. Evans, C. W. WaALter, and H. K. HELLEMs. 
American Heart Journal [Amer. Heart J.] 39, 181-187, 
Feb., 1950. 3 figs., 13 refs. 


Experiments were carried out on 9 dogs in order to 
study the haemodynamic effects of the injection of fluid 
into the pericardial cavity. Normal saline was injected 
in volumes of 10 to 50 ml. up to 180 ml. by means of a 
catheter sutured into the pericardium. Arterial and 
venous pressures were recorded from the femoral vessels, 
and intracardiac pressure by means of a catheter in the 
right ventricle. In some of the experiments the pressure 
in the portal vein was also recorded. The effects of 
cardiac tamponade consisted in progressive increase in 


the diastolic right-ventricular and venous pressures, and 
decrease in the systolic arterial and (less constantly) the 
intraventricular pressure. The main result was a 
considerable reduction in intraventricular pulse pressure. 
It is suggested that this method may be of clinical value 
in cases of pericardial effusion and of constrictive peri- 
carditis in which the diagnosis cannot with certainty be 
made by the usual methods; the resemblance, from a 
haemodynamic point of view, of these two conditions to 
experimental cardiac tamponade is discussed. Portal 
pressure was found to remain high in relation to peri- 
pheral venous pressure until the tamponade effect was 
at or near its maximum. A. Schott 


1035. The Blood Flow through the Calf after Exercise 
in Subjects with Arteriosclerosis and Claudication 

J. T. SHEPHERD. Clinical Science [Clin. Sci.] 9, 49-58, 
Feb., 1950. 7 figs., 3 refs. 


The exercise tolerance of the posterior calf muscles and 
the blood flow through the muscles after exercise were 
estimated in normal subjects and in patients with arterio- 
sclerosis and claudication by means of a special ergograph 
and a plethysmograph, the technique being described 
in detail. Whereas normal persons could perform 
500 movements on the ergograph without pain or 
fatigue, patients with mild degrees of arteriosclerosis 
could only carry out some 150 to 200 contractions before 
pain ensued, and those with severe claudication only 
35 to 80 contractions. In normal persons the immediate 
post-exercise blood flow through the calf was high, and 
declined sharply with rest. In the patients there were 
two types of response: in one group the post-exercise 
blood flow was not so high as in normal persons and the 
rate of decline was abnormally slow; and in the other 
group the blood flow was low, but increased after 
exercise ceased. The available evidence suggested that 
the apparent paradox seen in the latter group was due 
either to vasoconstriction during exercise, followed by 
dilatation on rest, or to a diversion of blood into the 
muscles proximal to the calf. The phenomenon was 
unaffected by occlusion of the circulation in the thigh or 


_ after sympathectomy, but was abolished in one case by 


alcohol. James D. P. Graham 


1036. Dihydrogenated Alkaloids of Ergot in Treatment of 
Peripheral Vascular Diseases 

R. J. Popkin. California Medicine [Calif. Med.] 72, 
108-112, Feb., 1950. 17 refs. 


Patients with peripheral arterial disease of long 
standing were treated with sympathicolytic dihydro- 
genated alkaloids of ergot. Dihydroergocornine 
(‘* DHO 180’) was given to the first group treated, but 
“CCK 179,” a mixture of dihydroergocornine, dihydro- 
ergocristine, and dihydroergokryptine containing 0-33 
mg. of each alkaloid per ml., was found to be more 
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satisfactory and was used for the treatment of the 
second series of cases. 

CCK 179 was given, usually by mouth, in doses of 
4 to 8 minims (0-25 to 0-5 ml.) four times daily, and 
improvement was usually noted after 1 to 3 weeks. 
The maximum effect was seen after about 10 weeks, the 
favourable effects then becoming less marked unless 
treatment was interrupted for 2 to 4 weeks. Similar 
results were also obtained with subcutaneous administra- 
tion. Improvement was noted in 26 out of 36 patients 
with arteriosclerosis, 7 out of 8 with thrombo-angiitis 
obliterans, but only in 4 out of 16 patients with Raynaud’s 
disease or other conditions regarded as vasospastic dis- 
orders. The evidences of improvement noted were 
rise in skin temperature, reduction in limitation of 
exercise by intermittent claudication, healing of ischaemic 
ulcers, and (occasionally) increase in oscillometer 
readings. Paraesthesiae and nocturnal cramps were 
relieved in a few cases, but not rest pain or ischaemic 
neuritis. 

Similar changes were sometimes seen when CCK 179 
was given to patients who had undergone sympathectomy. 
Less marked results were obtained in the series of cases 
treated with DHO 180. No important side-effects were 
noted, though it is stated that there may be a slight fall 
in pulse rate and blood pressure, with cooling of the skin, 
if dosage is too great or administration too prolonged. 

J. W. Litchfield 


1037. A Two-step Test of Exercise Tolerance in Inter- 
mittent Claudication 

M. Kissin, J. J. Stern, and R. J. ADLEMAN. Angiology 
[Angiology] 1, 141-149, April, 1950. 2 figs., 16 refs. 


See also Section Pathology, Abstract 964. 
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1038. Electrocardiographic Observations during Cardiac 
Catheterization 
I. R. GotpMan, S. G. BLount, A. L. FRIEDLICH, and 
R. J. Binc. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.) 86, 141-168, March, 1950. 
13 figs., 17 refs. 


Continuous electrocardiographic records (standard 
limb leads) were made on 50 patients during cardiac 
catheterization. Only one patient did not develop any 
change in rhythm. Thirty patients developed auricular 
premature systoles, usually when the catheter tip appeared 
to be in contact with the auricular septum, and par- 
ticularly when the catheter was passing through an 
auricular septal defect. Thirty-nine patients developed 
nodal premature systoles. Auricular tachycardia 
occurred in 28 patients, all of whom had congenital heart 
disease; it was always of short duration and did not 
interfere with the progress of catheterization. Nodal 
tachycardia occurred in 36 patients, all of whom had 
congenital heart disease; it also was of short duration 
and occurred with the catheter in the right auricle or 
right ventricle. Auricular flutter developed in 3 patients, 
but auricular fibrillation was not recorded. Ventricular 


premature systoles occurred in 44 patients and were 
often the first indication that the catheter tip had entered 
the right ventricular cavity. Stiffness of the catheter was 
found to be a factor increasing the frequency of ventri- 
cular premature systoles. Ventricular tachycardia, 
defined as “‘ an uninterrupted series of three or more 
ventricular premature systoles’’, was observed in 
39 patients. Except for one case in which it occurred as 
the catheter tip passed through the superior vena cava and 
right auricle, it was seen only when the catheter tip was in 
the right ventricle. It usually ceased with a change in the 
position of the catheter tip, but in 3 cases it progressed to 
ventricular flutter, and in one case to ventricular fibrilla- 
tion before the catheter could be withdrawn. In all the 
cases of ventricular flutter the patient recovered, but the 
ventricular fibrillation (in a 10-year-old boy with rhabdo- 
myoma of the myocardium) proved fatal. Various 
degrees of A-V block occurred in 16 patients, and 
transient right bundle-branch block in 24. 

[The high incidence of arrhythmia and the almost 
universal response to withdrawal of the catheter 
emphasize the advantages of continuous electrocardio- 
graphic records during cardiac catheterization. The 
value of this report is enhanced by the reproduction of the 
recordings obtained in the terminal stages of the fatal 
case of ventricular fibrillation.] 

William A. R. Thomson 


1039. Ballistocardiographic Patterns in Intraluminal 
Aortic Obstructions 

R. A. MurPHy. American Heart Journal [Amer. Heart 
J.) 39, 174-180, Feb., 1950. 2 figs., 13 refs. 


The author describes changes in the ballistocardiogram 
in 8 patients with coarctation and 10 patients with 
thrombosis of the terminal aorta; in the latter group the 
diagnosis was confirmed in each instance by operation 
or aortography. Changes in the K waves were found in 
all cases. It is concluded that a consistently abnormal 
pattern in the ballistocardiogram is of diagnostic value 
in cases of intraluminal aortic obstruction in which the 
patient does not present the typical clinical picture. 

A. Schott 


1040. A Critical Evaluation of Extremity and Precordial 
Electrocardiography in Acute Cor Pulmonale 

E. Puitties and H. D. Levine. American Heart Journal 
[Amer. Heart J.] 39, 205-216, Feb., 1950. 8 figs., 
16 refs. 


By correlating the electrocardiographic with the 
anatomical findings in 8 cases in which a diagnosis of 
acute cor pulmonale had been made a critical analysis 
was made of the electrocardiographic criteria employed 
in this diagnosis. In 7 of these cases the diagnosis was 
confirmed anatomically, the condition being due in one 
of them to massive pulmonary atelectasis. In the 
remaining instance a diagnosis of acute cor pulmonale 
rather than of posterior infarction was made because of 
a small Q wave in lead aVF, but necropsy revealed acute 
posterior infarction and no pulmonary infarction. 
Changes in the limb leads developed in 4 cases; in one 
they were confined to the unipolar chest leads, and in 
2 instances inconclusive changes in the standard leads 
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were supported by characteristic changes in the chest 
leads. The diagnostic value of signs of incomplete 
right bundle-branch block and of a shift of the transi- 
tional zone to the left is discussed. Abnormal Q waves 
in lead aVF were found in 2 cases and thus cannot be 
considered diagnostic of posterior infarction. The 
diagnostic value of inversion of T waves in chest leads 
recorded from the right heart is emphasized; on 
theoretical grounds unipolar chest leads are superior to 
bipolar ones in the diagnosis of this condition. 
A. Schott 


1041. The Effects of Posture and Exertion on the 
Electrocardiogram of the Normal Subject. (L’électro- 
cardiogramme de posture et d’effort chez le sujet normal) 
J. F. MERLEN and P. DaAILHEU-GEOFFROY. Archives des 
Maladies du Caur et des Vaisseaux [Arch. Mal. Ceur.] 
43, 64-74, Jan., 1950. 2 figs., 28 refs. 


The authors studied the effect upon the electrocardio- 
gram of changes in posture and of moderate exercise 
(30 genuflexions) in 125 normal subjects (including 
13 children between 9 and 15). In 10% of cases the 
reaction was considered to be abnormal, that is, there was 
some abnormality in the shape of the tracing, or delayed 
return to resting conditions after exercise; these are 
attributed to imbalance in the vegetative nervous system. 
The factors responsible generally for the electrocardio- 
graphic changes are listed as (1) mechanical (mainly due 
to changes in the position of the heart); (2) nervous; 
(3) vasomotor; and (4) humoral. A. Schott 


1042. Difficulties in the Electrocardiographic Diagnosis 
of Myocardial Infarction 

L. Levy and A. L. HYMAN. American Heart Journal 
[Amer. Heart J.] 39, 243-262, Feb., 1950. 18 figs., 
17 refs. 


This study is based on a comparison between the 
anatomical findings at necropsy and the electrocardio- 
graphic findings in 61 fatal cases out of a total of 
519 patients admitted to the Charity Hospital, New 
Orleans, during a period of 2 years. The diagnosis 
at the time of discharge or death was myocardial 
infarction. Routine electrocardiograms consisted of at 
least the 3 standard leads and the chest leads V1 to V6. 
In a certain proportion additional leads were available, 
that is, chest leads with the exploring electrode over the 
xiphisternum and anterior and lateral aspects of the left 
third or fourth intercostal spaces, across the posterior 
chest wall, and in the oesophagus. 

In 13 instances marked discrepancies between the 
electrocardiographic interpretation and the anatomical 
findings were encountered. Cases are described in which 
infarction was missed or incorrectly localized, and in 
which it was erroneously diagnosed. In high posterior 
infarction oesophageal leads may be helpful. High 
lateral infarction may be missed unless leads from the 
third or fourth intercostal spaces are recorded. The 
difficulties in diagnosing small and intramural infarc- 
tions are discussed and _ illustrated. Bundle-branch 
block and ventricular tachycardia may obscure the 
picture. Coronary stenosis and pulmonary embolism 


are instanced as conditions which may erroneously be 
diagnosed as myocardial infarction. The value of addi- 
tional leads in certain cases, the primary importance of 
changes in the QRS complexes, the insufficiency for a 
diagnosis of infarction of changes in the RS—T segments 
and T waves alone, and the value of serial tracings are 
emphasized. A. Schott 


1043. Cinedensigraphy in Mitral Disease. Auricular 
Systolic Regurgitation. (La cinédensigraphie dans les 
valvulites mitrales. La régurgitation systolique auri- 
culaire) 

P. SouLié, J. pt MATTEO, and M. MARCHAL. Archives 
des Maladies du Coeur et des Vaisseaux [Arch. Mal. 
Ceur.] 43, 14-29, Jan., 1950. 4 figs., 19 refs. 


“* Cinedensigraphy *’ is a method by which variations 
in the light intensity of the x-ray screen are photo- 
electrically recorded by means of an oscillograph. If a 
diaphragm with a narrow slit, its long axis perpendicular 
to the section of the cardiac border to be studied, be 
placed between screen and photoelectric cell, the record of 
the variations in the light intensity of the slit area will 
constitute a combination of a densigram and a photo- 
kymogram. An electrocardiogram, simultaneously re- 
corded, serves to correlate the several waves of the 
cinedensigram with the various phases of the cardiac 
cycle. Records obtained from ventricle, great vessels, 
and auricle are briefly described. That of the normal 
auricle consists of several waves, each of which could be 
correlated with a certain phase of the cardiac cycle; 
essentially such records consist of a curve with its 
concavity upwards. By contrast, in auricular regurgita- 
tion the auricular record shows a steep upstroke, starting 
with the isometric contraction phase, and a horizontal or 
slightly declining plateau which extends throughout 
ventricular systole. Several pitfalls in the taking and 
interpretation of such records are discussed. 

Records were taken in 3 groups of cases in which a 
clinical or radiological diagnosis of mitral valvular 
disease had been made: (1) mitral regurgitation with a 
systolic murmur only (12 cases); (2) mitral stenosis 
with regurgitation and an apical systolic murmur 
(9 cases); and (3) “ pure”’’ mitral stenosis (3 cases). 
In the first group evidence of auricular regurgitation was 
found in one out of 4 patients with meso- or telesystolic 
murmurs, and in 6 of the remaining 8 patients with 
holosystolic murmurs. In the second group, such 
evidence was found only in 4 cases, although in the 
remaining 5 patients the systolic murmur was the same 
in every respect. In all 3 cases of “pure” mitral 
stenosis signs of frank regurgitation were found in the 
records. The authors conclude that mitral regurgitation 
may exist without giving rise to a systolic murmur, 
that not infrequently such murmurs do not indicate 
regurgitation, but that, with or without a systolic 
murmur, mitral stenosis is very often associated with 
mitral regurgitation. 

[Those interested in this method may wish to consult 
the paper on fluorocardiography by Luisada, Fleischner, 
and Rappaport (Amer. Heart J., 1948, 35, 336).] 

A. Schott 
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HEART 


1044. Renal Venous Pressure in Chronic Congestive 
Heart Failure 

M. H. Maxwe .t, E. S. Breep, and I. L. SCHWartTz. 
Journal of Clinical Investtgation [J. clin. Invest.] 29, 
342-348, March, 1950. 1 fig., 24 refs. 


The pressure in the renal vein, measured by catheteriza- 
tion, under fluoroscopic control, from the antecubital 
vein in 10 cases of congestive heart failure was approxi- 
mately double that in 17 normal controls. Calculation 
of the renal vascular resistance suggests that renal 
vasomotor changes are largely responsible for the 
decrease in renal plasma flow and filtration rate in 
heart failure. D. Verel 


1045. Dicumarol Prophylaxis of Thromboembolic Disease 
in Congestive Heart Failure 

W. P. Harvey and C. A. FincH. New England Journal 
of Medicine [New Engl. J. Med.] 242, 208-211, Feb. 9, 
1950. 1 fig., 9 refs. 


In view of the relatively heavy incidence of thrombo- 
phlebitis in cardiac patients past middle age the prophy- 
lactic effect of dicoumarol was studied in 80 with conges- 
tive failure, a parallel group of 100 being taken as controls. 
No significant haemorrhagic incidents were encountered 
in the dicoumarol-treated group. In the control series 
there was twice the mortality and five times the incidence 
of pulmonary embolism. Optimal protection from 
thrombo-embolism is attained with a prothrombin level of 
30 to 50%. J. L. Lovibond 


1046. Clinical Observations on the Therapeutic Use of a 
Heart Extract. (Observations cliniques sur l'utilisation 
thérapeutique d’un extrait de coeur) 

R. SurtyoNG and A. VANNOTTI. Schweizerische Medi- 
zinische Wochenschrift (Schweiz. med. Wschr.] 80, 
208-210, Feb. 25, 1950. 2 figs., 2 refs. 


Five cases of heart failure from various causes were 
treated with an extract of horse or cattle heart, 
* recosen ”’ (see Abstract 1047), and compensation was 
achieved in each case. [It is not stated whether these 
patients were put to bed at the time of treatment and it is, 
therefore, not possible for the reader to judge the efficacy 
of the drug. The same objections must be made in the 
case of the 83-year-old patient with intermittent claudica- 
tion whose condition was subjectively much improved.] 

G. Schoenewald 


1047. Clinical and Experimental Studies of the Action 
on the Heart of the Cardiac Extract “ Recosen’’. 
(Klinisch-experimentelle Untersuchungen iiber die Herz- 
wirkung des Herz-Extraktes Recosen) 

O. RotH. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.] 80, 206-208, Feb. 25, 1950. 
4 figs., 3 refs. 


Therapeutic trials were made of the water-soluble 
fraction of an extract of the hearts of healthy young 
horses or cattle, “‘ recosen’’, given intravenously in 
conjunction with oral administration of the non-soluble 
fraction of these extracts. The basis of the trial was the 


assumption that coupled rhythm under digitalis medica- 
tion occurs only in the severest cardiac affections and that 
the effect of the new drug on bigeminal rhythm would 
therefore show its value. In 6 cases of bigeminal 
rhythm under digitalis treatment, the ectopic beats 
disappeared in between 5 days and 3 weeks whilst the dose 
of digitalis remained unchanged. [The 3 last cases 
quoted do not stand up to criticism.] The author 
considers that he has demonstrated a favourable effect 
in cardiac conditions of the new drug. 
G. Schoenewald 


1048. Catheterization of the Left Side of the Heart in 
Man 

H. A. ZIMMERMAN, R. W. Scott, and N. O. BECKER. 
Circulation [Circulation] 1, 357-359, March, 1950, 
1 fig., 4 refs. 


Catheterization of the left side of the heart presents 
obvious problems. The catheter must move against 
arterial blood pressure, and arterial spasm may be 
sufficiently great to prevent forward passage of the 
catheter. When the aortic valve has been reached the 
catheter must be passed through the orifice of the valve 
into the left ventricle in the short ejection phase (0-221 
second) during which the aortic valve is open. It is 
probable that the valve is not wide open during systole, 
although the exact position of the valve cusps during 
systole is not known. 

The authors chose the ulnar artery for introduction of 
the catheter because of its size, ready accessibility, and 
the fact that it could, if necessary, be ligated with 
impunity. Local infiltration with 1% procaine was 
employed. Failure to pass the catheter beyond the 
junction of the subclavian artery with the aortic arch 
occurred in one-fifth of the authors’ cases of aortic 
incompetence, but once past that point the catheter 
failed to pass into the ventricle in 3 cases only. In 
11 cases of syphilitic aortic incompetence the left ventri- 
cular cavity was reached with no complications, but in 
one case of rheumatic aortic incompetence, catheteriza- 
tion caused ventricular fibrillation, which was accom- 
panied by substernal pain, and the patient died within a 
quarter of an hour. At necropsy the ostium of the left 
coronary artery was found to be anomalous in that it was 
situated 3 mm. above the normal site, and it was assumed 
that the catheter had entered its orifice. Histological 
section of the heart muscle of this case revealed active 
rheumatic inflammation[!]. Another patient died of 
congestive heart failure 4 days after catheterization, but 
careful search at necropsy revealed no indication of 
trauma. S. Oram 


1049. The Residual Blood of the Heart. A Clinical, 
X-ray and Pathologico—Anatomical Study 

C. E. FrieEpMAN. American Heart Journal [Amer. Heart 
J.] 39, 397-404, March, 1950. 7 figs., 22 refs. 


1050. Experimental Hypervolemic Heart Failure: Its 
Bearing on Certain General Principles of Heart Failure 
W. Huckasee, G. CASTEN, and T. R. HARRISON. Circu- 
lation [Circulation] 1, 343-356, March, 1950. 2 figs. 
24 refs. 
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1051. The Clinical Aspects of Complete Auriculo- 
ventricular Heart Block: A Clinical Analysis of 71 Cases 
L. W. Ibe. Annals of Internal Medicine [Ann. intern. 
Med. 32, 510-523, March, 1950. 2 figs., 45 refs. 


Patients of any age may have complete heart block 
(8 intrauterine cases have been reported), but the 
incidence is much greater in later life. A ratio of 2 or 
3 males to one female may be related to the frequent 
association with coronary sclerosis which is found in 
50 to 75°, of all cases. In the present series of 71 cases 
8 were related to acute myocardial infarction, in 12 a 
digitalis substance was responsible (the block disappear- 
ing within an average of 5:2 days after discontinuing 
the drug), 9 were congenital in origin, 4 were related to 
rheumatic fever, 2 to scarlet fever, and one to syphilis. 
Diphtheria, hyperthyroidism, neoplasm affecting the 
conducting system, uraemia, pneumonia, peritonitis, 
and trauma have all been mentioned as aetiological 
factors. 

Symptoms, when present, vary from transient episodes 
of mild giddiness to frequent attacks of syncope and 
convulsion. Stokes—Adams attacks of loss of conscious- 
ness are due to ventricular standstill, ventricular tachy- 
cardia, ventricular fibrillation, or to a combination of 
these. Only 25 patients of this series had any symptoms 
due to the heart block. The average ventricular rate 
was 44-8 and varied from 2 to 103 per minute. Rapid 
rates may be due to myocardial infarction or congestive 
failure. Infarction and digitalis effects were still recog- 
nizable in the ventricular complexes of the electro- 
cardiogram. Prognosis depends upon the severity of the 
symptoms of complete heart block and upon the 
associated heart disease. Patients with congenital defect 
live longer. 

It is necessary to treat complete heart block only when 
there are associated symptoms or when it is the result of 
drug intoxication. In some instances it can be ignored 
and therapy directed at other manifestations of heart 
disease. ‘* Paredrine’’, ephedrine, adrenaline, and 
quinidine have been used in the treatment and prevention 
of Stokes—Adams seizures. 

[The article includes an excellent historical review of 
the subject.]- T. Semple 


1052. Cardiac and Aortic Arch Anomalies in the Off- 
spring of Vitamin A Deficient Rats Correlated with Similar 
Human Anomalies 

J. G. Wrtison and J. WARKANY. Pediatrics [Pediatrics] 
5, 708-725, April, 1950. 10 figs., 38 refs. 


1053. The Developmental Anatomy of the Heart and the 
Etiology of Congenital Heart Disease. [In English] 

J. TORGERSEN. Acta Radiologica [Acta radiol., Stockh.] 
33, 131-146, Feb., 1950. 12 figs., 34 refs. 


The author describes a family in three generations of 
which there had occurred 4 cases of cyanotic congenital 
heart disease, in one of which situs inversus was also 
present. [He hardly gives sufficient detail to enable a 
diagnosis of the form of congenital heart disease to be 
made, but this is often difficult in patients of this type.] 
The paper is mainly concerned with a rather theoretical 


discussion of the significance of these findings from the 
point of view of genetics, and includes some discussion 
of the embryology of the heart, and particularly of 
theories as to why visceral asymmetry should be of 
importance. Maurice Campbell 


CORONARY OCCLUSION AND ANGINA 


1054. Clinical Patterns of Myocardial Infarction in 
Ambulant Patients 

I. D. FaGin and H. A. CHAPNick. Annals of Internal 
Medicine [Ann. intern. Med.] 32, 243-256, Feb., 1950. 
6 figs., 16 refs. 


The authors studied 100 consecutive cases in which an 
electrocardiographic diagnosis of ‘* myocardial infarc- 
tion’? had been made and in which there was un- 
mistakable evidence of coronary infarction on the 
tracing. Seven of the patients concerned were symptom- 
free and the electrocardiogram was taken as part of a 
routine, 52 had, at least in retrospect, a history of the 
classical clinical picture of infarction, while the remaining 
47 patients had symptoms of cardiac insufficiency of 
varying degrees of severity, but with no history of an acute 
attack of chest pain. The patients’ ages ranged from 
27 to 70 years, and there was radiological evidence of 
cardiac enlargement in 17 out of 93 chest films. 

The location of the infarct was anterior or lateral in 
62 cases, and posterior in 38. In the patients with 
posterior infarction the standard leads were diagnostic 
in every case, but the diagnosis of anterior or lateral 
infarction depended upon multiple precordial leads in 
42 out of 62 cases (67%). 

Of the whole group only 6 patients were permanently 
unfit for work; all the rest were able to work, although 
some had intermittent symptoms. 

Geoffrey McComas 


1055. Anticoagulants in the Management of Cardiac 
Infarction: a Pathological and Clinical Study 

W. MclI. Rose. Medical Journal of Australia [Med. J. 
Aust.] 1, 457-461, April 8, 1950. 20 refs. 


This work was carried out in the Departments of 
Pathology and Medicine at the University of Leeds. 
Records of 100 cases in which a cardiac infarct had been 
found at necropsy were obtained by working backwards 
through the post-mortem register from 1947 to 1935. 
These showed that a clot was present within the cavity of 
at least one chamber of the heart in 47 cases, being in the 
left ventricle in all but 4. Infarcts or arterial occlusion 
in other sites, sometimes multiple, were found in 37 cases, 
there being 48 infarcts in all, 19 in the lungs and 29 on the 
systemic side. In only 11 of these 37 cases could remote 
vascular occlusion have been the result of mural throm- 
bosis within the heart, and of course positive proof was 
lacking even in these; nor could such occlusions be 
attributed to heart failure. The author considers that 
thrombotic episodes in the systemic circulation may 
follow cardiac infarction as a result of changes that may 
take place in the blood similar to those seen after opera- 
tion, childbirth, and trauma. A small number of 
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patients were treated with anticoagulant drugs with the 
usual beneficial effect on the incidence of such complica- 
tions. Paul Wood 


1056. Calcified Cardiac Aneurysms 

A. BococH and E. F. CHRISTOPHERSON. Annals of 
Internal Medicine [Ann. intern. Med.] 32, 295-308, 
Feb., 1950. 11 figs., 22 refs. 


Parkinson et al. (Quart. J. Med., 1938, 31, 455) 
reported that cardiac aneurysm occurs in 9°% of cases of 
cardiac infarction examined at necropsy, according to an 
analysis of the literature. The present authors describe 
2 cases, one confirmed at necropsy, of calcification of a 
cardiac aneurysm and review the clinical aspects of the 
condition. Geoffrey McComas 


1057. Propylthiouracil in the Treatment of Angina 
Pectoris: A Comparison with Thiouracil Therapy 

S. Ben-AsHER. Annals of Internal Medicine [Ann. 
intern. Med.] 32, 528-541, March, 1950. 1 fig., 34 refs. 


Propylthiouracil is not as effective as thiouracil in the 
treatment of angina pectoris. The effect of the former 
drug on the basal metabolic rate and blood cholesterol 
level is considerably less than that of thiouracil, but toxic 
effects occur less frequently. T. Semple 


1058. Tetraethylammonium Chloride in the Treatment of 
Angina Pectoris 

W. J. ATKINSON. American Heart Journal [Amer. Heart 
J.) 39, 336-352, March, 1950. 5 figs., 16 refs. 


Intravenous injections of tetraethylammonium chloride 
(TEAC) were given to 28 patients with angina of effort 
at intervals which varied from twice a week to once a 
fortnight over a period ranging from 1 to 20 months. A 
sufficient dose was given to cause pronounced tingling in 
the feet, the optimum quantity being determined 
separately ineach case. All the patients had been treated 
for some months with phenobarbitone, nitroglycerin, 
or digitalis, and their cardiac condition had become 
stabilized. In 25 cases there was an improvement, as 
judged by the frequency of attacks or the amount of 
exercise needed to precipitate an attack, during treatment 
with TEAC. D. Verel 


1059. Induced Cardiac Anoxemia and Coronary Artery 
Disease 
S. F. ALEXANDER, S. J. WITTENBERG, E. T. BROWN, 
and A. KorrLer. New York State Journal of Medicine 
[N.Y. St. J. Med.] 50, 535-540, March 1, 1950. 4 figs., 
15 refs. 


In a group of 34 patients with suspected coronary- 
artery disease, cardiac anoxaemia was induced by inhala- 
tion of a mixture of 10° oxygen and 90% nitrogen and the 
changes in the electrocardiographic patterns were noted. 
Changes (RS-T deviation, T reversal) were demonstrated 
in 11 patients and negative results obtained in 23. 
Coronary-artery disease, however, could not be ruled 
out in the subjects with negative results. The positive 
results were obtained mostly in those who gave a typical 
history of anginal attacks. It is pointed out that the 


method is not without danger (one patient developed 
myocardial infarction during the test) and that similar 
electrocardiographic information can be obtained by 
the simpler method of the standard exercise test. On 
the whole, the disappointing results from the test 
described were in keeping with those so far published, 
and the authors do not recommend the method for 
routine use in cardiological work. 

[No correlation is attempted in this paper of the electro- 
cardiographic findings during induced cardiac anoxaemia 
with physical signs. It seems that the diagnosis of 
coronary-artery disease will still have to be made on a 
typical history, collateral findings, and physical signs, of 
which a triple rhythm at the lower end of the sternum 
as described by Evans (Lancet, 1949, 2, 737) provides 
good evidence of the cardiac origin of pain.] 

A. I. Suchett-Kaye 


See also Sections Anatomy and Cytology, Abstract 
872; Pharmacology and Therapeutics, Abstract 911; 
Genito-urinary Disorders, Abstract 1142. 


DISORDERS OF CIRCULATION 


1060. Pentamethonium and Hexamethonium [Iodide in 
Investigation of Peripheral Vascular Disease and Hyper- 
tension 
C. C. Burt and A. J. P. GRAHAM. British Medical 
Journal (Brit. med. J.] 1, 455-460, Feb. 25, 1950. 8 figs., 
7 refs. 


The authors undertook an investigation of the clinical 
effects of pentamethonium iodide (**C-5°°) and hex- 
amethonium iodide (‘‘ C-6”’) with a view to assessing 
their value in the routine investigation of peripheral 
vascular disease and hypertension, and to comparing 
their effect on blood flow with that obtained by reflex 
vasodilatation and with that of tetraethylammonium 
bromide. (TEAB). Three groups of subjects were 
used: (1) 5normal controls; (2) 15 patients with various 
vasomotor disorders; and (3) 7 patients with essential 
hypertension. The drugs were administered intra- 
venously, C-5 and C-6 in doses of 30 to 40 mg. given in 
1 to 2 minutes, and TEAB in doses of 250 to 300 mg. 
given in 2 to 4 minutes. Reflex vasodilatation was 
induced by immersing one hand and one foot in a water- 
bath at 43-5° C. 

Details of the findings are given in a number of charts 
[which must be consulted in the original by those 
interested]. The main conclusions as to the effect of the 
drugs on the blood pressure, sweating, skin blood flow 
and temperature, and subjective sensations, were as 
follows: (1) There was little difference between C-5 and 
C-6 in their effects on blood pressure, the greatest reduc- 
tion being obtained in the hypertensive group. Postural 
hypotension was so marked as to constitute the greatest 
drawback to the use of these substances in treatment. 
(2) Both C-5 and C-6 were rapidly effective in diminishing 
sweating, especially in the vasospastic group, a dose of 
40 mg. almost abolishing sweating in one case of hyper- 
hidrosis over periods of several hours. With repeated 
injections, however, the duration of effect became pro- 
gressively less. (3) The skin temperature rose more in 
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the lower limbs than in the upper with both C-5 and C-6, 
but the rise was slightly less than that induced by reflex 
vaso-dilatation. The effects were considerably greater 
and more prolonged than those following administration 
of TEAB. (4) A pleasant subjective feeling of warmth 
followed the administration of C-5 and C-6 in contrast to 
the unpleasant paraesthesiae and feeling of coldness which 
occurred immediately after TEAB was given. 
S. Oram 


1061. The Digital Blood Pressure. I. Values in Normal 
Subjects. II. The Brachial-to-Digital Systolic Pressure 
Gradient in Hyperthyroidism 

J. C. WEAVER and D. F. Bour. American Heart Journal 
[Amer. Heart J.} 39, 413-422, and 423-429, March, 1950. 
6 figs., 29 refs. 


1062. The Differentiation of the Various Types of 
Hypertension by Means of “ Vasculat ’’ (Die Unter- 
scheidung verschiedener Formen der arteriellen Hyper- 
tonie durch Vasculat) 

W. GRANER. Deutsche Medizinische Wochenschrift 
[Dtsch. med. Wschr.] 75, 315-316, March 10, 1950. 
2 figs. 


The oral administration of ** butylsympatol ” (** vascu- 
lat’’) in a single dose of 0-05 g. was found to have 
no definite effect upon blood pressure in normal subjects, 
but to reduce significantly, for periods of 1 to 2 hours, 
the systolic and diastolic pressure in cases of hypertension 
without renal involvement or marked arteriosclerosis. 
The greater the degree of arteriosclerotic or renal com- 
ponent, the less the pressure-reducing effect of vasculat 
was found to be. Repeated administration produced 
similar effects. The mechanism involved is not discussed. 

G. Schoenewald 


1063. Irradiation of the Pituitary Gland in Hypertensive 
Vascular Disease 

M. M. Best, W. S. Cog, J. W. Moore, E. S. REED, and 
H. L. CLay. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 219, 276-280, March, 1950. 7 refs. 


In view of reports of favourable results from pituitary 
irradiation in cases of essential hypertension, a controlled 
clinical investigation was carried out at the University 
of Louisville School of Medicine, Kentucky, on 43 hyper- 
tensive patients, aged 27 to 65, 25 being treated by 
irradiation and 18 used as controls. X-ray therapy to the 
pituitary gland was administered from two lateral fields, 
the calculated pituitary dose being 1,100 r in 10 days. 
(Technical factors: 200 kV, 15 mA, H.V.L. 2-4 mm. Cu, 
50 cm. F.S.D., 25 r per minute in air; field area 48 sq.cm.; 
200 r (air) being given to one field daily to a total dose of 
1,000 r per field). The controls were prepared in 
identical manner for radiotherapy, being marked and 
positioned for treatment, but no irradiation was actually 
given. The patients were afterwards observed for 
periods ranging from 6 weeks to 3 years, and the effects of 
treatment assessed in respect of blood pressure, symp- 
toms, retinal, electrocardiographic, and blood non- 
protein nitrogen changes, and heart size. 

Of the 25 patients irradiated, 17 (68°%) reported sympto- 
matic improvement; 3 patients (12%) showed a fall in 
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blood pressure of 30 mm. Hg systolic, or 20 mm. Hg 
diastolic, but no other objective evidence of improvement 
was noted. Fourteen (77-7%) of the 18 control patients 
were symptomatically improved, and 3 of these patients 
(166%) showed a fall in blood pressure of at least 30 mm. 
Hg systolic or 20 mm. Hg diastolic. All patients had 
initially undergone a bioassay for antidiuretic hormone in 
the blood serum as an index of activity of the posterior 
pituitary gland, the method used being a modification 
of Burn’s technique. Of 18 patients in whom the serum 
antidiuretic assay had been positive, it became negative 
in 13 cases following irradiation. There was, however, 
no correlation with symptomatic improvement. 

The authors conclude that no statistically significant 
lowering of blood pressure was obtained by this method 
of treatment of essential hypertension, and both on 
clinical grounds and in respect of the Burn antidiuretic 
test they were unable to confirm the beneficial results 
reported by previous workers (Pendergrass ef al., 
Amer. J. med. Sci., 1947, 213, 192; Amer. J. Roentgenol., 
1941, 46, 673.) Arthur Jones 


1064. Salt and Protein Restriction. Effects on Blood 
Pressure and Renal Hemodynamics in Hypertensive 
Patients 

H. Cuasis, W. GOLDRING, E. S. BREED, G. E. SCHREINER, 
and A. A. BoLomey. Journal of the American Medical 
Association [J. Amer. med. Ass.] 142, 711-715, March 11, 
1950. 7 figs., 15 refs. 


The authors studied the effects of a rice diet on 12 
patients with essential hypertension chosen at random 
from those attending the New York University Clinic and 
Bellevue Hospital, New York. Blood pressure readings 
were made by the auscultatory method with a mercury 
sphygmomanometer, and various tests of renal function 
were carried out. The patients were initially given a 
ward diet of 250 to 300 g. of carbohydrate, 70 g. of 
protein, and 85 g. of fat until the blood pressure had 
become stabilized. The rice diet described by Kempner 
(N.C. med. J., 1944, 5, 125) was then started. In 5 cases 
30 g. of sodium chloride was added orally during the 
latter part of the rice-diet period, and in 4 cases there was 
a further period of observation with the patient on the 
ward diet at the conclusion of the rice diet. 

From the results of these experiments it would appear 
that the rice diet produced adverse effects on renal 
function, as judged by measurements of renal blood 
flow, filtration rate, and maximum rate of tubular 
excretion of para-aminohippurate. It was concluded, 
by the subsequent addition of sodium chloride to the 
diet, that the diminished renal blood flow and filtration 
rate were attributable to low intake of sodium chloride 
while the patients were receiving the rice diet. In 3 out 
of 4 cases the maximal rate of tubular excretion of para- 
aminohippurate returned to normal figures on the 
resumption of the ward diet. The authors stress the 
difficulties in interpreting variations in blood pressure, 
but found that in no case did changes in blood pressure 
occurring in patients receiving the rice diet exceed the 
spontaneous fluctuations observed in controls under the 
same conditions, but without restriction of diet. 

R. H. J. Fanthorpe 
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Disorders of the Blood 


1065. Study of Prothrombin Consumption. Practical 
Interest for the Diagnosis of Hemorrhagic Diseases. 
Study of 89 Cases. [In English] 

J. P. SOULIER. 
scand.| 137, 1-14, 1950. 2 figs., 9 refs. 


A new method is described for the estimation of the 
prothrombin consumption of venous and capillary blood, 
in which a mixture of 0-1 ml. test serum and 0-1 ml. 
standard thromboplastin is incubated at 37°C. for 
precisely 60 seconds, 0-2 ml. of standard fibrinogen being 
then added and the clotting time recorded. Estimations 
on normal subjects gave times of more than one minute 
for venous blood and more than 3 minutes for capillary 
blood. With 27 haemophiliacs these times were much 
diminished, being less than 8 seconds for both venous 
and capillary blood. Patients with other haemorrhagic 
disorders were similarly studied. In 31 cases of thrombo- 
cytopenia decreased times of prothrombin consumption 
were obtained for venous blood, while those with capillary 
blood were decreased or normal. Incases of purpura due 
to a vascular (capillary) defect the test gave normal 
figures. The author stresses the importance of this test 
in the diagnosis of haemophilia. Winston Turner 


1066. The Treatment of Chronic Myeloid Leukaemia. 
(Die Behandlung der chronischen myeloischen Leukamie) 
A. Piney. Wiener Medizinische Wochenschrift [Wien 
med. Wschr.] 100, 185-187, March 7, 1950. 7 refs. 


1067. Studies on Blood Formation and Destruction in the 
Polycythemia of High Altitude 

C. F. Merino. Blood [Blood] 5, 1-31; Jan., 1950. 
17 figs., bibliography. 


The author examined three groups of subjects: (1) 
9 healthy adult male doctors or medical students, aged 
20 to 42 years, in Lima at sea level; 6 were re-examined 
after residence for varying periods at an altitude of 
4,540 metres, and 4 of these were later again examined on 
return to sea level; (2) 8 Peruvian natives (aged 18 to 
24 years) who had lived more than 6 years at an altitude 
of 4,540 metres, 2 of whom were re-examined during 
35 and 38 days’ residence respectively at sea level; (3) 
2 male subjects, aged 42 and 51 years respectively, who 
had lived for many years at high altitudes (4,450 m. and 
4,000 m. respectively) and had developed symptoms and 
signs of chronic altitude sickness, having lost their 
altitude adaptation. From these investigations it is 
concluded that anoxia due to exposure to a low-pressure 
environment causes a greater activity of the haemato- 
poietic mechanism which is observed within 48 hours 
and results in polycythaemia. The earlier slight blood 
changes are probably due to haemoconcentration. The 
blood changes include increases in erythrocyte count, 
haemoglobin concentration, total circulating haemo- 
globin, haematocrit, reticulocyte count, erythrocyte 
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volume, and serum bilirubin level. There is little 
alteration in the leucocyte count and a fall in the platelet 
count, these last findings contrasting with those in 
polycythaemia vera. An increased blood volume was 
found in all subjects at high altitudes, being due to 
increased erythrocyte volume, the plasma volume being 
unaffected. 

An increase in faecal urobilinogen content was found 
in group (1) subjects on transfer to high altitude, but this 
did not exceed the normal (sea-level) limits and was 
proportionate to the increase in circulating haemoglobin 


mass—the haemolytic index remaining normal. A - 


similar relation was found in group (2), whereas in the 
2 cases in group (3) urobilinogen excretion was con- 
siderably higher and the haemolytic index was abnormally 
high. Hyperbilirubinaemia, probably due to diminished 
hepatic function, was found in subjects of group (3) 
and group (2). A diminution of the polycythaemia 
occurred in all subjects on return to sea level, due to 
diminution of erythropoiesis and increased blood 
destruction—the latter starting at once and lasting only 
a few days—with some hyperbilirubinaemia. The two 
men with chronic altitude sickness improved clinically 
immediately on descending to sea level, although recovery 
was incomplete in one case at the end of 41 days. 

The author concludes that the polycythaemia occurring 
in normal individuals at high altitudes is due to a direct 
and proportional increase in the processes of blood 
formation and destruction. On the other hand, those 
losing their altitude adaptation and developing chronic 
altitude sickness with an abnormally high polycythaemia 
show an increase in blood destruction proportionally 
greater than the increase in erythropoiesis, which may 
be regarded as a possible diagnostic criterion. 

John F. Wilkinson 


1068. Physiopathology and Course of Polycythemia Vera 
as Related to Therapy 
W. DamesHeK. Journal of the American Medical 
Association [J. Amer. med. Ass.] 142, 790-797, March 18, 
1950. 8 figs., 29 refs. 


ANAEMIA 


1069. Iron Absorption in Infections. Recognition of 
Iron Deficiency in Infections by Means of the Absorption 
Test. Pathogenesis of the Anaemia of Infection. (Eisen- 
resorption und Infektion. Erkennung des Eisenmangels 
bei Infektionskrankheiten durch Belastungsversuch. 
Pathogenese der Infektanamie) 

B. JASINSKI. Acta Haematologica [Acta haematol., Basel] 
3, 17-26, Jan., 1950. 1 fig., 13 refs. 


An attempt has been made to determine the extent to 
which iron absorption is disturbed by the presence of 
infection and of malignant tumours. The method used 
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was by estimation of the serum iron concentration 1, 3, 
and 7 hours after an oral test dose of iron, a high rise 
in the serum iron level being considered indicative of a 
rapid absorption and so of an iron deficiency. Initial 
experiments showed that when iron deficiency, due to 
blood loss, is present, iron is readily absorbed both by 
febrile patients and by those with malignant disease. 
Cases of infective anaemia have been found which showed 
a rapid iron absorption and in which, therefore, iron 
deficiency was presumed, even when no reason for blood 
loss was present. Clinical improvement followed oral 
administration of iron in such cases. In pure infective 
anaemia the serum iron level is unaffected by oral iron 
therapy. It is considered that in these cases there is 
adequate iron in the tissue depots of the liver, spleen, and 
marrow. 
[The work of the author is based on 16 serum iron 
curves in cases of infection and malignant neoplasms.] 
C. L. Cope 


1070. Absence of a Toxic Effect of Folic Acid on the 
Central Nervous System of Persons Without Pernicious 
Anemia 

E. A. Harvey, I. Howarp, and W. P. Murpuy. New 
England Journal of Medicine [New Engl. J. Med.] 242, 
446-447, March 23, 1950. 6 refs. 


Folic acid was given daily in doses of 20 mg. by mouth 
to 40 subjects not suffering from a primary blood 
dyscrasia, although several had a mild or moderately 
severe hypochromic anaemia. The administration was 
continued for 3 to 12 months. Repeated neurological 
examinations failed to reveal any evidence of damage to 
the spinal cord or peripheral nerves. The folic acid 
showed no haematological effect either in those with 
normal haemoglobin levels or in those with hypochromic 
anaemia. In 3 patients with moderately severe anaemia 
who were given medicinal iron in addition to the folic acid, 
the rise in haemoglobin level was considered to be no 
more rapid than it would have been if folic acid had not 
been administered. L. J. Davis 


1071. Idiopathic Steatorrhoea (Non-Tropical Sprue) with 
Megaloblastic Anaemia 

M. C. G. Israéts and J. SHARP. Lancet [Lancet] 1, 
752-757, April 22, 1950. 15 refs. 


A series of 5 cases are described in which a megalo- 
blastic anaemia was associated with steatorrhoea. In 
all 5 the anaemia was refractory to the parenteral 
administration of refined liver extract, and in 3 cases to 
vitamin B,s. All were finally given folic acid, which 
proved effective in restoring the blood picture to normal 
and in ameliorating the alimentary and general features of 
the disease. 

One patient, after failing to respond to vitamin By», 
was given 120 mg. of pteroyltriglutamic acid (“ tero- 
pterin’’) intravenously. A_ reticulocytosis followed, 
maximal (37%) after 6 days, and both haematological 
and clinical improvement occurred. Continuation with 
teropterin (40 mg. intramuscularly twice weekly and later 
80 mg. twice weekly) failed, over a period of 30 days, to 
Taise the erythrocyte count beyond a level of 3,600,000 


perc.mm. A single dose of 150 mg. of folic acid was 
then given intravenously and within 10 days the erythro- 
cyte count was 4,500,000 per c.mm. In another case the 
anaemia was apparently refractory to both refined and 
crude (oral) preparations of liver, but later responded to 
folic acid. From the tabulated information it appears 
that a severe haematological relapse occurred over a 
period of 2 months, during which the patient was 
receiving 4 oz. (14 ml.) of proteolysed liver and 2 oz. 
(57 ml.) of “ oral liver extract’ daily by mouth. An 
excellent response occurred when folic acid was given. 
[The significance of this interesting observation is not 
discussed. ] A. Brown 


1072. Vitamin B,. and Folic Acid in Megaloblastic 
Anaemias of Pregnancy and the Puerperium 

C. C. UNGLEY and R. B. THompson. British Medical 
Journal (Brit. med. J.] 1, 919-924, April 22, 1950. 6 figs., 
4 refs. 


Six patients with megaloblastic bone marrow (having 
pernicious anaemia of pregnancy or the puerperium) 
were treated with vitamin B,2. They were given an 
injection of 65 to 80 ug. of the crystalline vitamin or red 
pigment concentrate, without haematopoietic or clinical 
responses until folic acid (2-5 to 20 mg. by mouth daily) 
was also given. Four also received a preliminary blood 
transfusion. There was no evidence of dietary deficiency 
in these patients. Marked haemolysis and reticulo- 
cytosis which were noted in one case ultimately ceased 
after treatment with folic acid, but additional liver 
extract was necessary to produce complete remission. 

John F. Wilkinson 


1073. Vitamin B,. in Macrocytic Anaemia of Pregnancy 
and the Puerperium 

J. C. PaATet and B. R. Kocuer. British Medical Journal 
[Brit. med. J.] 1, 924-927, April 22, 1950. 2 figs., 14 refs. 


A series of 5 patients with severe macrocytic anaemia of 
pregnancy and the puerperium were treated with vitamin 
Bio, 4 being given a single dose of 40 yg. intramuscularly, 
and one receiving 3 doses of 20 jug. each, the last two being 
given on consecutive days. All showed fair reticulocyte 
response (up to 28-9°%), there being two peaks of 17% and 
20-8% respectively after doses of 20 wg. and 40 yg. given 
at an interval of 10 days in the fifth case. [The haemato- 
logical data in Table I do not agree with the textual 
figures.] The authors conclude that at least 40 pug. of 
vitamin B¢ in a single injection is required to produce an 
optimal response within a period of 10 days. Further 
treatment is then necessary to prevent the erythrocyte 
count falling again. John F. Wilkinson 


1074. Vitamin B,, and the Intrinsic Factor 

D. E. Wotr, T. R. Woop, J. VALIANT, and K. FOLKERS. 
Proceedings of the Society for Experimental Biology 
[Proc. Soc. exp. Biol., N. Y.] 73, 15-17, Jan., 1950. 15 refs. 


Samples of gastric juice from normal fasting subjects, 
taken both before and after the injection of histamine, 
were assayed for LLD activity (Shorb, J. biol. Chem., 
1947, 169, 455). [‘ LLD activity” is a measure of 
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growth-promoting effect for Lactobacillus lactis.) On 
the basis of this microbiological assay (Caswell ef al., 
J. biol. Chem., 1949, 180, 125) it was concluded that small 
amounts of vitamin B,. are present in normal human 
gastric juice. When crystalline vitamin B,. was added 
to normal gastric juice and incubated at varying 
hydrogen-ion concentrations over periods of 22 hours no 
changes were observed in the absorption spectra or in 
microbiological activity and much of the vitamin B,» 
was recovered in crystalline form. It was accordingly 
concluded that there was no evidence that vitamin B,> 
undergoes any gross structural change in the presence of 
intrinsic factor. A concentrate was prepared from beef 
muscle and found to have vitamin-B,,-like activity. 
It was haematopoietically active when administered 
parenterally in 3 cases of pernicious anaemia. These 
results are claimed to support the hypothesis that the 
effect of intrinsic factor is due to its ability to promote 
the absorption of the small amount of vitamin B,, or its 
equivalent which is contained in natural foods. 


L. J. Davis 
1075. Acute Familial Haemolytic Anaemia. (L*hémo- 
lyse aigué familiale) 
J. BERNARD. Sang [Sang] 21, 206-220, 1950. 16 refs. 


The condition of ** acute familial haemolytic anaemia ” 
is described, on the basis of observations on two families 
carried out by the author, to which he adds a similar 
case described by Weil et a/. in 1934 (Sang, 8, 344). It is 
characterized by the sudden onset of profound anaemia, 
with jaundice, haemoglobinuria, and the alarming signs 
and symptoms of acute haemolysis. It affects any age 
and either sex, and there does not appear to be any 
racial factor (one family was French and the other 
Egyptian, and Weil’s patient was Italian). Neither in the 
healthy nor in the affected members of these families did 
the most careful examination of the blood reveal any of 
the characteristic features of any known constitutional 
haemolytic diathesis. The result of Coombs’s test, 
carried out only in one case, was negative. 

The onset was often preceded by a few days’ malaise. 
One patient, a woman of 51, had eaten a few beans 48 
hours before the onset of the illness, but cutaneous tests 
made subsequently were negative. The anaemia was 
sometimes sufficiently profound to give rise to fainting and 
loss of consciousness. The jaundice ranged from slight 
to intense. In one case the patient’s skin was a greenish 
yellow with a bronze tint like that found in severe 
infective jaundice due to septicaemia. The stools were 
normal in colour. Haemoglobinuria was the most 
striking manifestation, the urine being dark red or almost 
black. The liver and spleen were enlarged slightly or not 
at all. Treatment varied with the different patients: 
penicillin, intravenous vitamin C, subcutaneous liver 
extract, and in one case, in which the blood culture 
yielded staphylococci, sulphonamides were given, but 
the best results were obtained with blood transfusion, the 
patient’s response in some cases being dramatic. 
Recovery was complete and no recurrence has been 
reported. The author is unable, in view of the com- 
pletely negative findings, to give any explanation of the 
aetiology. C. E. Pimm 


DISORDERS OF THE BLOOD 


1076. The Use of Exchange Transfusion for the Treatment 
of Severe Erythroblastosis due to A-B Sensitization, with 
Observations on the Pathogenesis of the Disease 

A. S. Wiener, I. B. WEXLER, and J. G. Hurst. Blood 
[Blood] 4, 1014-1032, Sept., 1949. 49 refs. 


In 2 cases of severe erythroblastosis the cause of the 
disease was attributed to sensitization to the blood group 
antigens A and B. Treatment by exchange transfusion 
was successful. Methods of testing for univalent and 
bivalent antibodies are discussed, and a technique is 
described in which a solution of gum acacia is used. The 
high figures for antibody titres reported by a number of 
other workers are criticized. When these determinations 
are expressed in terms of milligrammes of antibody 
protein per ml. it becomes obvious that such figures are 
impossible. The authors suggest that faulty technique 
is responsible. 

The role of A-B sensitization in icterus praecox is 
discussed, and it is concluded that: (1) The majority 
of cases of jaundice and anaemia of the newborn 
unexplained on the basis of Rh incompatibility are due to 
major-blood-group incompatibility. (2) High anti-A 
and anti-B titres in the mother are not necessarily 
associated with disease in the child. (3) The disease in 
the child is due to “ univalent ’’ alpha [anti-A] or beta 
[anti-B] antibodies present in the maternal serum, which 
can cross the placenta. ‘“* Bivalent ’’ antibodies are held 
back by the intact placenta and play an insignificant role 
in foetal haemolytic disease. Univalent alpha and beta 
antibodies are demonstrable in the sera of a large 
proportion of normal people. [*‘* Univalent ” antibodies 
include sensitizing, incomplete, blocking, and albumin 
antibodies. ‘* Bivalent’’ antibodies include agglutinat- 
ing and saline antibodies and simple agglutinins.} 
(4) A-B immunization occurs mainly where the infant 
is a “secretor”’. (5) The homospecificity or hetero- 
specificity of the antibodies may affect the severity of the 
disease in the child. John Murray 


1077. Intelligence Quotient of Children Who Have 
Recovered from Erythroblastosis Fetalis 

J. M. Gerver and R. Day. Journal of Pediatrics [J. 
Pediat.] 36, 342-348, March, 1950. 1 fig., 5 refs. 


A series of 68 children who had suffered from haemo- 
lytic disease of the newborn, drawn from four hospitals 
charging “* substantial *’ fees and therefore not representa- 
tive of the population as a whole, were selected for study 
according to the following criteria: all had been 
jaundiced, and sufficiently anaemic to require transfusion, 
their blood contained an Rh group absent in the mother, 
and the clinical diagnosis had been made during the 
neonatal period, while each possessed an older unaffected 
sibling available for control purposes. None of the 
children had developed motor-nerve lesions and none had 
been diagnosed as having had kernicterus. 

The average intelligence quotient (I.Q.) as estimated by 
Stanford-Binet intelligence tests on the 68 affected 
children, whose average age was 4°5 years, was 102:7 
(range 69 to 133); that of the 68 unaffected siblings, whose 
average age was 9°8 years, was 114-5 (range 78 to 156). 
This is considered to provide statistically significant 
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evidence of some mental impairment in the former group, 
the distribution of results indicating a widespread slight 
impairment rather than a more severe impairment 
affecting only a proportion of the children. On testing 
smaller groups of normal children of similar age groups, 
no evidence was found that younger children regularly 
gave lower I.Q. readings. No relation of I.Q. to sex 
or birth weight was found, but there was a significant 
correlation between the I.Q. and the severity of the illness, 
as judged by the amount of blood transfused. The 
authors make plain that a specific effect of haemolytic 
disease cannot be established from this experiment, 
because a non-specific factor (such as the effect of any 
severe neonatal illness) might be responsible for the 


results. M. MacGregor 
1078. Hereditary Nonspherocytic Hemolytic Anemia 
W. H. Crossy. Blood [Blood] 5, 233-253, March, 1950. 


7 figs., 30 refs. 


The author describes in considerable detail the results 
of study of a family of which several members had a 
hereditary non-spherocytic haemolytic anaemia. In all, 
35 relatives of the patient in whom the diagnosis was first 
made were examined. The anaemia was normocytic and 
normochromic in character. Spherocytes were not 
present, and erythrocyte fragility in saline was decreased 
rather than increased. The erythrocytes, however, 
when transfused into a normal individual only survived 
12 days, though normal erythrocytes survived for the 
normal time when injected into the patient’s blood. 
The anaemia was transmitted as a mendelian dominant 
and was associated, but not genetically linked, with 
brachyphalangia. It was not cured by splenectomy. In 
the first patient studied porphobilinogen, an abnormal 
urinary pigment which has been stated only to be found 
in acute idiopathic porphyria, was present on several 
occasions following splenectomy. Faecal urobilinogen 
and urinary coproporphyrin levels were abnormally high 
before operation. The author discusses the relationship 
of this anaemia to other hereditary haemolytic anaemias 
and to hereditary porphyria. Janet Vaughan 
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1079. A Study of Survivals in Hodgkin’s Disease Treated 
Radiologically 

M. V. Peters. American Journal of Roentgenology and 
Radium Therapy [Amer. J. Roentgenol.] 63, 299-311, 
March, 1950. 1 fig., 14 refs. 


At the Ontario Institute of Radiotherapy all cases 
given the diagnosis of Hodgkin’s disease during the 
period 1924-42 have been reviewed and a 5-year survival 
rate from 257 cases of 38% is reported. Among the 
113 of these in which the diagnosis was histologically 
verified in the professorial department of pathology at 
the University of Toronto, the 5-year survival rate was 
51°... and the 10-year survival rate 35°%, respectively two 
and four times better than any previously reported 
figures. After a preliminary consideration of the age, 
Sex, and site incidence, which in general conformed to 
those previously recorded in the literature, the cases are 


classified into 3 stages according to the extent of the 
involvement, the pathological picture, and the symptoms 
of constitutional. involvement. The 5-year survival 
rates in the three stages were 85%, 72%, and 9% respec- 
tively, there being more than 30 cases in each stage. 
The technique of treatment, which was entirely radio- 
logical, is only very briefly considered, but the dosage 
was varied according to the responsiveness of the 
disease, as also was the quality of the radiation used. 
Prophylactic irradiation of uninvolved areas was em- 
ployed in some of the cases and, in the more advanced 
stages, improved the ultimate survival rates. 

It is concluded that the diagnosis of Hodgkin’s disease 
should not be regarded with despair until the case in 
question has been analysed from every point of view, and 
that prognosis should be much more optimistic than at 
present in the early case. G. Boden 


1080. Long Remissions in Hodgkin’s Disease. [In 
English] 

J. T. VAN DER WERFF. Acta Radiologica [Acta radiol., 
Stockh.] 33, 31-40, Jan., 1950. 4 figs., 14 refs. 


There have been numerous reports of cases of 
Hodgkin’s disease in which the patient has survived a 
long time after treatment. The author presents his own 
series of 32 cases in which the 5-year survival rate was 
22%. Two of the survivors had more than 5 years free 
from symptoms after treatment. 

In common with other authors he believes that long 
remission time is associated with as complete an extirpa- 
tion of the disease as possible, whether by operation, 
irradiation, or a combination of both. Radiotherapy is 
favoured as the treatment of choice and should be 
delivered in an intensive fractionated course to the in- 
volved areas. Similar treatment may be given to 
adjacent areas of lymph nodes not clinically involved. 

G. Boden 


1081. The Haematological Effects of Nitrogen Mustard 
Therapy with Special Reference to the Cytology of the 
Sternal Bone Marrow 

A. Brown and L. J. Davis. Glasgow Medical Journal 
[Glasg. med. J.] 31, 93-113, March, 1950. 16 figs., 
11 refs: 


The authors describe the changes which occurred in the 
blood and bone marrow of 39 patients undergoing 
treatment with nitrogen mustard for various reticuloses 
and bronchial carcinoma. Erythrocyte counts were 
performed twice weekly and leucocyte counts every second 
day. Platelet counts at weekly intervals were performed 
in 8 cases. Sternal puncture was carried out before 
treatment and every 4 to 5 days subsequently for a 
period of 4 to 5 weeks. 

A significant reduction in erythrocyte count, the fall 
ranging up to 1,000,000 per c.mm., was observed follow- 
ing the introduction of nitrogen-mustard therapy. The 
fall usually began after the first week and reached its 
maximum 15 to 25 days following treatment. In 
most cases the erythrocyte count had almost reached its 
original level 6 weeks after starting treatment. The 
authors state that this tendency to recovery of erythro- 
poiesis suggests that repeated administration of nitrogen 
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mustard in doses up to 5 mg. per kg. body weight is 
attended by little risk of permanent erythrocyte depres- 
sion. In 26 of the 39 patients the leucocyte count fell 
to below 4,000 per c.mm. In 22 the total count fell 
below 3,000 per c.mm., in 17 it fell below 2,000 per c.mm., 
and in 6 it fell below 1,000 per c.mm. The fall began 
shortly after the first dose was given, and the lowest 
figures were reached before the fourth injection in 
3 patients, within the first week in 6, during the second 
week in 15, and in the third week in 4 patients. To some 
extent the rate of recovery was related to the degree of 
leucopenia. Despite the fact that severe leucopenia 
occurred in 6 patients, signs and symptoms of agranulo- 
cytosis were not observed. The authors suggest that as in 
the case of the erythrocytes administration of nitrogen 
mustard up to a total of 5 mg. per kg., even if repeated at 
intervals of 2 to 3 months, is not likely to result in 
irreversible leucopenia. All the 8 patients on whom 
serial platelet counts were carried out showed a pro- 
gressive thrombocytopenia, the count varying from 
50,000 to 130,000 per c.mm. 

Changes in the bone-marrow picture were studied in 
15 instances, the general reaction observed being hypo- 
plasia of all degrees down to almost complete aplasia. 
This effect occurred repeatedly and obvious diminution 
in the erythrocyte and leucocyte precursors was evident 
before the 10th day following treatment. Evidence of 
regeneration was found 2 to 3 weeks after cessation of 
nitrogen-mustard therapy. During the fourth week after 
treatment the marrow showed hyperplastic changes. The 
authors observed that an increase in the plasma cells and 
reticulum cells of the marrow was a striking feature which 
appeared as early as the fourth day from the first dose of 
nitrogen mustard. This persisted until the regenerative 
phase was well established. In most cases macronormo- 
blasts were a feature of the regenerative phase, and in one 
instance these cells resembled megaloblasts, having an 
appearance similar to the intermediate megaloblasts seen 
in pernicious anaemia within a few days of starting liver 
therapy. R. Winston Evans 


1082. Sarcoidosis. A Clinical and Roentgenological 
Study of Twenty-eight Cases — 

J. H. Moyer and A. J. ACKERMAN. American Review 
of Tuberculosis (Amer. Rev. Tuberc.) 61, 299-322, March, 
1950. 13 figs., 29 refs. 


This general review of the clinical aspects of sarcoidosis 
is based on 28 cases, proved histologically and observed 
in most cases for more than 6 months, and in a few for as 
long as 5 years. A fluctuating course is typical, but 
in 25% the disease underwent complete regression. 
Symptoms are most commonly present in the acute, 
generalized state, and during the chronic phase may be 
absent. Progression of disease may occur at any time, 
even years after apparent stabilization. Prognosis 
depends on the organ involved. Rarely, serious cardiac 
and/or respiratory insufficiency develops and may be 
fatal. 

Intrathoracic adenopathy is the only manifestation in 
some cases and, though usually bilateral and symmetri- 
cal, it may occasionally be unilateral. ‘“*‘ Frequently ’’, 


enlarged nodes regress spontaneously. With regard to 
lesions of the lung parenchyma, Reisner’s three main 
types are recalled: (1) diffusely disseminated, small, 
nodular infiltrations; (2) diffuse or localized peri- 
bronchial fibrous lesions; and (3) coalescent patchy 
shadows. Transitional states and combinations of 
these types are common. While the fibrous and con- 
glomerate densities are usually later in appearance and 
probably irreversible, complete absorption of infiltration 
in some areas occurs almost invariably sooner or later. 
Obvious enlargement of mediastinal nodes may be absent 
even in the presence of lung lesions. The myocardium 
may be involved in sarcoid lesions, as shown by clinical 
and electrocardiographic findings in about 10%, of cases, 
(arrhythmias, conduction defects, enlargement, paroxys- 
mal tachycardia, right-sided failure). Cor pulmonale 
may result from pulmonary vascular obstruction due to 
extensive lung involvement. 

Two main types of bone lesion have been described: 
(1) circumscribed form—punched-out areas of rare- 
faction, usually in cancellous bone; (2) diffuse form— 
multiple small areas of rarefaction giving a reticular 
appearance and involving large portions of bone with 
alteration inshape. The phalanges are typically affected. 
Bone lesions are commoner in the presence of cutaneous 
sarcoidosis. Periarticular nodules are frequent. Peri- 
pheral lymph nodes are involved in about 75% of cases, 
the cervical, axillary, and inguinal nodes being those most 
commonly affected. The nodes are firm, rubbery, 
discrete, and not adherent. They frequently undergo 
complete regression. Tonsillar involvement may be of 
diagnostic importance in the absence of enlargement of 
lymph nodes. Splenomegaly occurs in 30 to 40% of 
cases. The authors believe that the incidence of liver 
involvement is probably higher than the frequency of 
observed enlargement would suggest and may be the 
cause of the reversal of the serum albumin—globulin 
ratio. Only 4 of their patients had skin lesions, all of 
the nodular type. The parotid gland was involved in 
3 cases; enlargement is usually bilateral and associated 
with uveitis—especially an iridocyclitis. (The dif- 
ferential diagnosis from tuberculous iridocyclitis is 
discussed.) Ocular lesions may regress completely, but 
a few go on to total blindness. Occasionally, serous 
membranes may be involved (1 case of pleural effusion in 
this series). 

The histological appearances of involved tissues are 
described. Small amounts of caseation do not negative 
the diagnosis, and the findings of Rubin and Pinner 
(Amer. Rev. Tuberc., 1944, 49, 146) with regard to the 
frequent presence of tubercle bacilli in sections through 
caseated areas are quoted. Tuberculin anergy was 
found in only 40% of the authors’ series. These patients 
had a transient positive Kahn reaction. The serum 
albumin-globulin ratio was reversed in 20% during 
the phase of generalization. LEosinophilia occurred in 
approximately 25%. The only positive treatment sug- 
gested is rest in bed during the acute phases, with gradual 
return to activity during remission and chronic phases. 

J. V. Hurford 


See also Section Radiology, Abstract 957 
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1083. Tracheobronchial Aspiration with a Urethral 
Catheter. Method of Treatment and Prevention of 
Asphyxial Hazard in Medical Diseases and Emergencies 
L. CaRDON. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 142, 1039-1044, April 8, 1950. 
9 refs. 


A plea is made for the more frequent use of tracheal 
aspiration by means of a urethral catheter passed blindly 
through the nose in conditions in which there is a danger 
of asphyxia from accumulated tracheo-bronchial 
secretions. Such secretion frequently complicates 
pneumonia, myocardial infarction, and comatose states 
and is often thought to be terminal or is misdiagnosed as 
acute pulmonary oedema. In such cases aspiration, 
which is a simple procedure not requiring special skill, 
may be life-saving. Illustrative cases are reported. 

John R. Forbes 


1084. Effect of Intermittent Positive Pressure Breathing 
on Respiratory Gas Exchange 

H. L. Mottey, L. P. LANG, and B. Gorpon. Journal 
of Aviation Medicine [J. Aviat. Med.] 21, 14-27, Feb., 
1950. 6 figs., 19 refs. 


Arterial blood-gas and expired-air analyses were made 
on 77 coal-miners with emphysema and pulmonary 
fibrosis before and during positive-pressure breathing for 
10-minute periods; the positive pressure used caused an 
average rise of 5 mm. Hg in the mean inspiratory pressure. 
In patients with abnormally high mean oxygen pressure 
gradients from alveoli to arterial blood (20 mm. Hg or 
more), the gradient was reduced on positive-pressure 
breathing in the non-emphysematous and to a lesser 
extent in the emphysematous group. It is suggested that 
this effect is.due to inflation of alveoli the ventilation of 
which would otherwise have been impaired, and that 
increased resistance of the alveolar membrane to diffusion 
is less important than uneven distribution as the cause of 
the increased oxygen gradient in anthracosilicotic pul- 
monary fibrosis. D. H. Sproull 


1085. Intrapulmonary Mixing of Helium in Health and in 
Emphysema 

D. V. Bates and R. V. Curistie. Clinical Science [Clin. 
Sci.] 9, 17-27, Feb., 1950. 3 figs., 7 refs., 


The efficiency of the lungs in mixing inspired helium in 
oxygen was estimated by means of a closed-circuit 
apparatus, which is described and illustrated. The 
percentage of helium in the circuit was continuously 
recorded by means of a katharometer, the oxygen con- 
sumed being replaced and carbon dioxide absorbed, 
enabling the rate of mixing of the helium with the lung 
gases to be measured and compared with that calculated 
on the assumption of complete mixing in the lungs at 
each respiration (mixing in the circuit being achieved by 
means of a high-speed fan), and a formula being used 


whereby the effect of changes in lung volume and tidal 
air are eliminated. 

In normal persons under 35 years of age the mixing 
efficiency of the lung was found to be some 76%, and in 
normal subjects over that age 54% of the theoretical 
maximum efficiency. In patients with emphysema 
mixing efficiency was only 25% of the maximum. 
Pneumothorax and asthma were also found severely to 
restrict the efficiency of gas-mixing in the lung. 

James D. P. Graham 


1086. Cystic Pulmonary Fibrosis in Generalised Sclero- 
derma. Report of Two Cases 

R. E. Cuurcu and A. R. P. Extis. Lancet [Lancet] 1, 
392-394, March 4, 1950. 3 figs., 31 refs. 


After a review of the published work on scleroderma 
with fibrosis of the lung the authors describe 2 cases of 
scleroderma and cystic pulmonary fibrosis. Generalized 
scleroderma is a disease of connective tissue as a whole 
and, although skin lesions often appear first, affections of 
the heart, oesophagus, alimentary tract, kidneys, pituitary, 
thyroid, adrenals, eyes, larynx, and lungs have all been 
described. 

Cystic changes in the lung are unusual but it is believed 
that they can be produced when the much commoner 
pulmonary fibrosis leads to bronchiolar obstruction, 
which in turn causes obstructive emphysema and ulti- 
mately cyst formation. Once begun, fibrotic contraction 
of the surrounding tissue accelerates the process. In 
one case iodized oil introduced into the bronchial tree 
did not enter the cysts and this suggests advanced stenosis 
of the communicating bronchioles. 

The lung changes in scleroderma may have to be distin- 
guished from those of bronchiectasis, tuberculosis, 
** congenital cystic lungs’, and atypical and unresolved 
pneumonia. Less commonly, disseminated lupus ery- 
thematosus, rheumatoid arthritis, polyarteritis nodosa, 
and dermatomyositis—broadly grouped as collagen 
vascular diseases—may all be associated with pulmonary 
fibrosis. Scleroderma should be considered in the 
differential diagnosis of obscure fibrotic lung conditions, 
since the lung lesion may occur without obvious skin 
changes. Ronald S. McNeill 


1087. Treatment of Lung Abscess 
A. W. SUTHERLAND and L. J. GRANT. Lancet [Lancet] 
1, 530-532, March 25, 1950. 23 refs. 


The authors have analysed the methods and results of 
treatment of 32 cases of lung abscess in the London Chest 
Hospital. They discuss the literature relevant to the 
treatment of acute and chronic lung abscess. The 
majority of the 32 patients have been followed up for 
more than a year; 7 were treated by drainage and the 
remainder by administration of various doses of penicillin 
and by postural drainage. Those treated with penicillin 
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were further subdivided into two groups, those receiving 
one million units per day or more and those receiving 
less than this amount. Of the former group one 
patient died before his infection could be controlled, but 
of the remaining 18, 15 were completely cured and 2 were 
greatly improved but not completely radiologically clear. 
In only 3 of-the 6 cases in the low-dosage group was 
complete cure achieved, the figure for the group treated 
by drainage being 3 out of 7. The authors conclude that 
the optimum method of treatment for lung abscess is 
by combining administration of large doses of penicillin 
(two million units daily) with postural drainage; they 
consider that surgical drainage is now obsolescent. 
J. R. Belcher 


1088. X-ray Examination in “ Pneumonia ”’ 
N. British Medical Journal (Brit. med. 
J.) 1, 579-582, March 11, 1950. 13 refs. 


The author reviews the radiological findings in 228 
consecutive patients having the symptom-complex 
of ‘“ pneumonia” and referred for a second opinion. 
It was found by radiography that 41 of these were 
suffering from some complication of pneumonia, 
(empyema in 7 cases, sterile effusion in 5, and delayed 
resolution in 29). In addition, 25 cases of active and 
4 of inactive tuberculosis were disclosed, and in 27 cases 
signs of other disease were revealed—tuberculous 
effusion in 6 cases, bronchiectasis in 6, new growth in 11, 
lung abscess in 4, spontaneous pneumothorax in one, 
heart disease in one, and cough fracture in one. It is 
argued that radiography should be more widely applied 
in the diagnosis of cases of ** pneumonia ”’. 

Richard D. Tonkin 


1089. Referred Gastric Symptoms in Carcinoma of the 
Bronchus. (Magenbeschwerden als Fernsymptom bei 
Bronchuskarzinom) 

M. WENzL. Wiener Klinische Wochenschrift (Wien. 
klin. Wschr.] 62, 261-265, April 14, 1950. 1 fig., 21 refs. 


Out of 225 patients with bronchial carcinoma treated 
at the University Surgical Clinic, Vienna, 72 complained 
of abdominal symptoms at some stage of the illness. In 
some there was merely loss of appetite associated with 
malignant cachexia; in others there was an exacerbation 
of pre-existing gastric disease; 18 patients complained 
of loss of appetite, epigastric discomfort, flatulence, and 
nausea: and in 6 cases the abdominal symptoms over- 
shadowed those more directly attributable to the intra- 
thoracic disease. The abdominal symptoms in this 
group are considered to be due to involvement of the 
vagus in mediastinal metastases. One patient in whom 
the mediastinal lymph nodes had appeared micro- 
scopically to be normal at operation developed gastric 
symptoms after pneumonectomy; subsequent necropsy 
showed that the left vagus nerve was involved in a mass 
of secondary tumour tissue. Similar observations have 
been made at operation on other patients with abdominal 
symptoms, and it is thought that the presence of such 
symptoms in cases of bronchial carcinoma is of some 
value in indicating probable involvement of the 
mediastinum, J. R. Bignall 


1090. Cancer of the Lung. (Der Lungenkrebs) 
O. Kocu. Zeitschrift fiir Tuberkulose [Z. Tuberk.] 94, 
23-43, 1950. 28 figs., bibliography. 

A review of 20,743 necropsies performed at the Diissel- 
dorf Pathological Institute during the periods 1920-23, 
1931-40, 1942-45, and 1946-48 did not indicate a general 
increase in the incidence of cancer. But the proportion 
of cases of lung cancer amongst the total of cancer cases 
during these 4 periods was 3-61%, 12-38%, 21-86%, and 
26:23% respectively. Calculated for 1948 only, the 
figure was 35-53%. Analysis of 6,155 necropsies during 
the third and fourth periods (1942-8), excluding war 
deaths, showed that out of 758 cases of cancer, 185 
(24-4%) were of the lung. From 1920 to 1940 the 
stomach was the most frequent site (23%), while cancer 
of the lung was eighth in order of frequency in 1920-3, 
and third in 1931-40. Since 1942, lung cancer has been 
the most common type, and cancer of the stomach the 
second. Out of the 185 cases, 166 were in men and 
19 in women, a ratio of 9: 1. Correlated with a 2: 1 
preponderance of males amongst the total of necropsies 
performed, the relative sex incidence of cancer of the 
lung appears to be nearer 5: 1. By contrast, cancer of 
all sites was the cause of death only slightly more 
frequently in men (13°6%) than in women (11-8°%) 
The average age at death was 56 (in men), the youngest 
patient being 26. Slight preference was shown for the 
right lung (57-3%), the main bronchi and bronchi of the 
first order being the most frequent site of origin. Un- 
differentiated, small-cell carcinomata made up about 
two-thirds of the tumours, adenocarcinoma only 4-4%. 

Metastases were characteristically frequent in the 
regional lymph nodes and in the lungs, liver, bones, 
kidneys, adrenals, brain, and thyroid, and were less 
frequent in the pancreas, spleen, pericardium, and 
myocardium. The high cholesterol content of the 
affected organs and their generous blood supply (liver, 
brain, kidneys) possibly facilitate the growth of 
secondaries. The symptomatology is often so un- 
characteristic that a cerebral metastasis may be diagnosed 
before the primary growth is discovered. The problem 
of aetiology with regard to the ever-increasing frequency 
of bronchial carcinoma is discussed. In some cases 
congenital dysplasia or metaplasia within the lung, in 
others pre-existing scars—tuberculous or traumatic— 
may provide the soil for the malignant growth. Two 
cases of peripheral lung cancer superimposed on old 
tuberculous scar tissue are fully discussed and illustrated. 
The well-known occupational hazards of exposure to 
radioactive minerals, tar and other hydrocarbons, and 
exhaust gases are considered, as is the possible, but 
unproven, influence of increased cigarette smoking. 
Familial disposition possibly plays a part, but convincing 
evidence is still lacking. 

[As the success of treatment depends on early diagnosis 
and as this diagnosis can almost always be established 
by modern methods of investigation (bronchoscopy, 
tomography, bronchography, fluoroscopy), the main 
value of this scholarly paper lies in its further demonstra- 
tion of the increasing frequency of cancer of the lung and 
of its frequently uncharacteristic symptomatology.] 

E. G. W. Hoffstaedt 
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1091. Pathogenesis and Clinical Features of the 
Plummer-—Vinson Syndrome. (Sulla patogenesi e sulla 
clinica della sindrome di Plummer-—Vinson) 

L. Coyazziand R. BoNINO. Archivio Italiano di Otologia, 
Rinologia e Laryngologia [Arch. ital. Otol.| 60, 419-447, 
Nov.—Dec., 1949. Bibliography. 


The syndrome of dysphagia, hypochromic anaemia, 


histamine-resistant gastric achlorhydria, and atrophic 


changes in the mucosa of the tongue and mouth was at 
first considered to be primarily hysterical, the dysphagia 
giving rise to the other elements as the result of starvation. 
Plummer, Vinson, Kelly, and Paterson all held this view 
at one time, but the last two later changed their opinion, 
regarding the anaemia as the primary lesion. Others 
have believed that a lack of vitamin B, was the cause of 
the syndrome. The present authors have investigated the 
problem anew by making a very extensive biochemical 
and haematological examination, together with oeso- 
phagoscopy and radiology, in 9 cases of the Plummer- 
Vinson syndrome. In all cases there was a low haemo- 
globin level with a normal erythrocyte count. There 
was anisocytosis in the more severe cases. Examination 
of the bone marrow indicated an increase in the rate of 
blood formation. Achlorhydria was a constant finding, 
but the results of tests of liver function were normal. 
Most of the patients responded well to treatment with 
iron, while those who failed to improve on iron responded 
to administration either of vitamin B, or of the B complex. 
The authors suggest that the primary pathological 
condition is a deficiency of tissue respiratory enzyme, 
which results either from lack of iron or of vitamin B 
and causes atrophic changes in the mucosa of the pharynx 
and oesophagus. These atrophic changes produce 
alterations in the sensory-nerve network which is essential 
for normal deglutition. S. A. Beards 


See also Section Pathology, Abstract 978. 


1092. Cancer of the Biliary Tract and Pancreas. Diag- 
nosis from Cytology of Duodenal Aspirations 

H. M. Lemon and W. W. Byrnes. Journal of the 
American Medical Association [J. Amer. med. Ass.] 141, 
254-257, Sept. 24, 1949. 5 figs., 9 refs. 


Duodenal contents were obtained for cytological 
examination by the generally accepted methods of 
duodenal intubation, with either a Levin or a Rehfuss 
tube. The flow of bile and pancreatic juice was in some 
cases stimulated by the administration of a 33-3% solution 
of magnesium sulphate, secretin, or methacholine 
chloride. Specimens of fasting gastric juice and bile 
were collected separately in receptacles cooled in ice. 
The fluid was promptly neutralized to pH 7, and centri- 
fuged at 1,800 revolutions per minute for 10 minutes. 
The sediment from specimens containing as little as 2 to 
3 ml. of secretion was found sufficient for making smears 


Disorders 


on a similar number of slides, although usually one to 
three smears were made from every 15 ml. of fluid 
obtained. The moist smears were then fixed for at least 
half an hour in chilled acetone, after which they were 
dipped twice in a 1% solution of celloidin in acetone, 
allowed to drain 10 to 15 seconds in air, and then trans- 
ferred to 95% alcohol. The celloidin film insured good 
adhesion of the smeared cells to the slides during staining, 
which was carried out by the method of Papanicolaou. 

In the majority of the specimens obtained from patients 
with cancer of the biliary tract or pancreas groups of 
malignant cells were observed, as well as normal columnar 
epithelial cells. The latter, unlike the malignant cells, 
were arranged in pavement mosaics, one cell in thickness. 
The nuclei of the cancer cells varied considerably in size, 
shape, and staining properties. Their nucleoli were — 
frequently enlarged and their nuclear membranes 
wrinkled. The cytoplasm was usually basophilic and 
often vacuolated. 

The authors affirm that cytological examination of 
duodenal secretion provides the most hopeful technique 
yet described for the early detection of primary tumours 
of the glandular epithelium of the gall-bladder, extra- 
hepatic bile ducts, and pancreas. R. J. Ludford 


1093. Changes in the Lymphocyte Count during Acute 
Pancreatic Necrosis. [In English] 
K. F. HERFORT. Acta Medica Scandinavica [Acta med. 
scand.] 137, 97-103, 1950. 5 refs. 


In a series of 38 patients with acute pancreatic necrosis, 
confirmed at laparotomy or at necropsy, lymphopenia 
was almost always present. The more severe the disease, 
the more marked was the lymphopenia. In many cases 
lymphopenia later gave way to lymphocytosis. In severe 
cases these disturbances lasted for a longer time. Some- 
times the phase of lymphopenia is so short-lived that it 
may be missed. E. Neumark 
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1094. Results of Treatment of Gastric Hyperacidity by 
Radium, with Special Reference to Duodenal Ulceration 
M. McGeorGe. Quarterly Journal of Medicine (Quart. 
J. Med.) 19, 111-128, April, 1950. 5 figs., 16 refs. 


A method of treatment of gastric hyperacidity with 
radium is described in which the radium applicator 
consisted of two 25-mg. needles (or four 10-mg. ones) 
in a rubber tube surrounded by a rubber bag. By 
distending the rubber bag with water it was calculated 
that the rubber tube with its radium needles must be 
held at a minimum distance of 4 inch (12-7 mm.) from 
the gastric wall. Hence the risk of local overdosage 
with consequent necrosis was avoided and apparently 
there was no reaction apart from some nausea in a few 
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patients. The first patients were given a dose of 2,000 
to 2,500 mg. hours and later this was increased to 3,000 
mg. hours. The rate of dosage was “‘ up to six hours 
per day ”’, and owing to lack of precise knowledge of the 
position of the radium relative to the mucosa, the radio- 
logist refused to give even the roughest estimate of the 
total dosage in roentgens. A total of 32 patients have 
been treated, the first 14 of whom were treated in the 
period 1937-42, and 18 have been followed up for 2 years 
or longer. The presumptive diagnosis in all 32 cases 
was duodenal ulcer and the age distribution was fairly 
even between 20 and 60. 

The acidity of the resting juice and the secretion of 
free acid after histamine injection were reduced in most 
cases by the treatment, the effect in some persisting for 
several years, the conclusion being that irradiation 
reduces the power to produce acid, and that the clinical 
results are encouraging. Six patients, however, subse- 
quently needed gastrectomy and 4 of these had developed 
a gastric ulcer. Five cases were omitted from the series 
because the follow-up was too short, 5 patients derived no 
benefit, and 6 patients were better, but continued to take 
alkalis and to diet. 

[Owing to the way in which the material is presented, 
as a series of statistical generalizations compiled in an 
amateurish way, it is impossible to decide how much 
difference the radium made to the test-meal results or to 
the clinical course. Short case histories are given of the 
failures, but not of the successes. In view of the 
experience of other workers it seems likely that the 
radium contributed to the formation of the gastric ulcers. 
In theory the dose must be spread evenly over the 
mucosa to avoid the risk of full-strength acid from 
undamaged mucosa eroding a patch of radium gastritis. 
Radium treatment is obviously far from ideal and future 
workers will probably use beta particles. Before under- 
taking large scale experiments, the risk of inducing 
gastric cancer must be seriously estimated.] 

Denys Jennings 


1095. Clinical and Radiological Features of Prolapse of 
the Pyloric Mucosa. (Klinik und Réntgenologie des 
Prolapses von Magenschleimhaut in den Pylorus und in 
den Bulbus duodeni) 

E. A. Zimmer. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 80, 351-358, April 8, 
1950. 21 figs., bibliography. 


The author distinguishes two types of prolapse of the 
pyloric mucosa—* partial unilateral’? and “total 
circular’’. In the first type a polypoid nodule lies to one 
side or other of the duodenal cap and a longitudinal fold 
passes through the pyloric sphincter. In slight cases 
there is no radiological filling defect in the base of the cap 
and diagnosis depends entirely on the demonstration of 
the longitudinal fold. In the second type, total circular 
or complete prolapse, the pyloric canal is elongated and 
the base of the cap is markedly concave; the distinction 
must be made from pyloric hypertrophy. In both types 
the prolapse may be permanent or reducible. Patho- 
logically, in the fresh gastrectomy specimen the mucosa 
may be obviously far more mobile than usual as a result 
of lax submucosal connective tissue. Pseudopolypi are 
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rare. Antral gastritis is invariably present microscopi- 
cally. Fifteen cases are described, of which only 3 were 
subjected to operation; one of these had a duodenal 
ulcer. 

[The x-ray appearances now usually ascribed to 
prolapse are fairly common in patients with symptoms of 
partial pyloric blockage, that is, epigastric fullness or 
pain 4 to 1 hour after food associated with regurgitation 
of acid from the stomach into the oesophagus or mouth, 
and were formerly interpreted as due to oedema of the 
pyloric mucosa blocking the canal. The thickened 
mucosa pouts distally into the base of the duodenum as 
the canal contracts, just as it pouts proximally into the 
lumen of the stomach where it can be seen through a 
gastroscope. The old treatment was that of a functional 
disorder, with barbiturates, belladonna, and reduction of 
consumption of beer and tobacco; carbonates were also 
used. The modern use of the word “ prolapse *’ alters 
the emphasis and suggests the need for surgery. In 
practice surgery is rarely advisable; the symptoms are too 
slight and it is unwise to interfere with the anatomy of 
the gut in patients whose minds interfere with function.] 

Denys Jennings 


1096. Prolapse of Gastric Mucosa and its Possible 
Relationship with Peptic Ulcer and Upper Gastro-Intestinal 
Hemorrhage 

S. P. BRALow, G. H. Becker, S. SCHEINBERG, and H. 
NECHELES. American Journal of Digestive Diseases 
[Amer. J. digest. Dis.] 17, 65-69, March, 1950. 4 figs., 
11 refs. 


The case histories are described of 5 patients who 
suffered from prolapse of the gastric mucosa through the 
pyloric canal. In three the symptoms were those of 
duodenal ulceration, with nausea, fullness after meals, 
and occasional vomiting. The symptoms did not 
respond to medical treatment. At operation in these 
3 cases mucosal prolapse, gastritis, duodenitis, and 
duodenal ulcer were found. The authors consider that 
the sequence of events in these was: ulceration, surround- 
ing mucosal oedema, mucosal prolapse, and further 
mucosal inflammatory oedema. 

Two further cases are described in which the presenting 
symptom was insidious gastro-intestinal bleeding. No 
abnormality other than pyloric mucosal prolapse was 
found in these cases, and it is suggested that the inflamed 
prolapsed mucosa was the source of the bleeding. 

[These case reports are interesting, but in the 
abstracter’s opinion the authors have not succeeded in 
showing that the symptoms were those of pyloric mucosal 
prolapse. It would seem from study of the case reports 
that there are other possible explanations for the symp- 
toms in all of these cases.] John Naish 


1097. Management of Haematemesis and Melena 

J. C. FitTZHERBERT and R. G. Epps. Medical Journal of 
Australia [Med. J. Aust.] 1, 490-499, April 15, 1950. 
26 refs. 


In little more than 2 years 148 patients with haemate- 
mesis or melaena of significant degree were admitted to 
the Royal North Shore Hospital of Sydney, 124 of whom 
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were considered on admission to have a peptic ulcer, 
the diagnosis being subsequently satisfactorily proven in 
85 cases. The diagnoses in the 24 remaining cases 
included gastric neoplasm and cirrhosis. Of the ulcers, 
26% occurred in patients aged 60 or over, which is 
approximately the same proportion as has been found 
in other parts of the world. Treatment was essentially 
medical, with early feeding of a modified Meulengracht 
type or a 170-g. protein-purée diet, in 130 cases, and 
blood transfusions averaging 2-9 litres were given in 
89 cases, or 60% of the whole group. The authors 
consider that the restoration of blood volume and 
haemoblobin level to normal is most important, that the 
possibility of overloading the circulation should not 
deter from massive transfusion, and that any patient with 
clinical signs of shock or evidence of blood loss, no 
matter what his blood pressure or pulse rate may be, or 
whose haemoglobin level is less than 70% or systolic 
blood pressure below 100 mm. Hg should be given blood. 
The effect of haemorrhage on hepatic blood flow is 
discussed and the possible consequent decrease in meta- 
bolism is suggested as a factor in the production of 
further shock. A careful check on fluid balance is 
recommended, an intake of 3-5 litres a day being main- 
tained for periods up to 10 days. 

Surgery should be undertaken, in the authors’ opinion, 
when sustained medical treatment has failed, when there 
is massive blood loss or associated perforation, and 
particularly when there is pyloric stenosis. Any esti- 
mated blood loss of more than 1,500 ml. in 24 hours, or 
of 1,000 ml. in patients over 50, should indicate operation 
[but no specific recommendations are made about its 
nature]. 

The mortality for the whole series of 148 cases was 
8-8°%, and that for the 124 proved or probable cases of 
peptic ulcer 7-3%, there being a higher mortality for 
gastric than duodenal ulcer. K. Gurling 


1098. The Chloride Output Rate of the Human Stomach 
in Healthy Subjects and Ulcer Patients; the Effects of 
Vagotomy and Acetylcholine. Studies by the Dye 
Dilution Technique 

J. R. Brooks, J. M. ERsKINE, T. GEPHART, O. SwWAIM, and 
F. D. Moore. Surgery, Gynecology and Obstetrics 
[Surg. Gynec. Obstet.] 90, 155-170, Feb., 1950. 9 figs., 
bibliography. 

If a measured quantity of a dye dissolved in 100 ml. of 
saline be introduced into the empty stomach and with- 
drawn 10 minutes later the total gastric secretion in that 
time can be calculated from the degree of dilution of the 
dye and the total quantity recovered. This method, 
introduced by Gorham (J. Amer. med. Ass., 1923, 81, 
1738) was used in this study. The total chloride content, 
free and total acidity, and pH of the gastric juice were 
measured and the secretory rate and chloride output per 
minute were calculated. The subjects fell into three 
groups: normal adults (37), patients with duodenal ulcer 
(29), and patients after vagotomy (23). Repeated tests 
were carried out, as the conditions of the experiment and 
intubation of the stomach were found to raise the basal 
chloride secretion and to increase the acidity of the juice, 
but by the third test new “ basal” conditions prevailed. 


The following results were obtained: (1) Patients with 
active ulceration secreted more juice with a higher chloride 
concentration and a lower pH than normal subjects. 
(2) After vagotomy the secretory rate, chloride concentra- 
tion, and acidity were significantly lower than normal; 
furthermore, those patients examined more than 6 months 
after the operation showed a lower secretory activity than 
those examined up to 6 months after the operation. 
(3) Acetylcholine introduced into the stomach in 
concentrations higher than 2:5 mg. per ml. greatly 
increased the minute chloride output and secretory 
rate, but the pH remained unchanged. Chloride 
concentration was only increased significantly in the 
normal subjects. There was no significant difference 
between the increases in secretory rates in the three 
groups. (4) Atropine given intravenously reduced the 
minute chloride output in normal subjects and in patients 
with duodenal ulcer. [No figures are given for vagoto- 
mized patients.] John R. Vane 


See also Sections Pharmacology and Therapeutics, 
Abstract 917; Pathology, Abstract 972. 
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1099 (a). Complications of Ulcerative Colitis 
J. M. Rice-Ox.ey and S. TRUELOve. Lancet [Lancet] 1, 
607-611, April 1, 1950. 2 figs., 19 refs. 


In this paper the authors summarize the complications 
encountered in 129 patients with ulcerative colitis 
admitted to the Radcliffe Infirmary, Oxford, during the 
years 1938 to 1948. [No fresh observations of impor- 
tance are recorded, and details of the findings leading to 
the diagnosis of ulcerative colitis and of its severity are 
given only in a few special cases.] It would seem that the 
cases reported were exceptional in that the incidence of 
skin rashes was unusually high and the incidence of 
polyposis was nil, The former is of course more likely 
to be recorded in case-notes than the latter, which can 
only be diagnosed by sigmoidoscopic and radiological 
examination. The main skin lesions noted were erythema 
nodosum (4 cases) and pustular rashes (3 cases), with an 
associated arthritis in 3 of the former and one of the 
latter. Ulceration of the legs (with associated arthritis) 
and purpura were each seen once. Rectal stricture 
occurred in 7 cases, arising in each case after many 
years’ illness, the average duration of which was 11 years, 
and faecal fistula occurred in 5 cases. Carcinoma of the 
colon or rectum developed in 4 cases, at an average age of 
37; this incidence of approximately 2-5% is similar to that 
found by other observers. Perforation took place in 
4 cases, in one of which the patient survived after ileo- 
stomy and closure of the perforation. 

Other complications of a rarer type noted were ulcers 
in the mouth, conjunctivitis, and rectal prolapse. The 
authors also report one case of hepatic cirrhosis associated 
with ulcerative colitis in a boy of 14, and from this they 
deduce that in severe cases with poor appetite and 
vomiting the liver may become vulnerable owing to a low 
protein intake; they conclude that it is surprising that 
liver damage is not a more common finding in ulcerative 
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colitis. In one particularly severe case haemorrhage 
occurred into both suprarenal glands and it is suggested 
that, since suprarenal damage may be a factor in the 
- fulminating type of ulcerative colitis, suprarenal cortical 
extract may be useful in treatment. Thomas Hunt 


Ulcerative Colitis. Course and Prognosis. 
Lancet [Lancet] 1, 


1099 (d). 
J. M. Rice-Ox and S. TRUELOVE. 
663-666, April 8, 1950. 10 refs. 


Between 1938 and 1948, 129 patients with ulcerative 
colitis were treated at the Radcliffe Infirmary, Oxford 
[see Abstract 1099 (a) ], of whom 72 had not previously 
received treatment for the disease and were therefore 
selected by the authors for particular study. Classified 
according to Hawkins’s criteria, 20-8% of these 72 cases 
were of the acute fulminating (fatal) type, 37-5°% of the 
chronic intermittent type, free of symptoms for several 
weeks between attacks, 25° were of the chronic con- 
tinuous type, and 13-9% of the patients suffered only a 
single attack, with complete recovery. There were nearly 
twice as many women as men, which may have been due 
in part to the absence during the war of a high proportion 
of men of the susceptible ages from the population. 

The follow-up period varied from 1 to 11 years. 
Whether the onset was insidious or sudden did not affect 
the prognosis, and treatment with penicillin or sulphon- 
amides did not seem to alter the course of the disease. 
An ill-timed ileostomy was, however, shown to be harm- 
ful, emergency ileostomy being followed by death in 
6 out of 10 cases, whereas in 6 cases in which elective ileo- 
stomy was performed because of fistulae or strictures the 
effect was uniformly good. The most interesting 
information gleaned from the follow-up was that con- 
cerning the degree of disability, 3 of the 41 surviving 
patients in the chronic intermittent and continuous 
groups being chronic invalids, while 22 had _ their 
activities restricted and needed periodic hospital treat- 
ment; only 16 were able to lead a normal or near- 
normal life, with or without diarrhoea. During the first 
year of the disease 22% of the patients died, but only 
about 10°% of the rest died in the next 4 years, indicating 
that the first attack was generally more dangerous than 
subsequent ones. 

The authors believe that vigorous medical treatment 
is to be preferred to surgery in the acute stages, but that 
since 90° of cases relapse after initial medical treat- 
ment, with consequent impairment of activity in 50%, 
surgery should perhaps be more often advised in the 
more chronic cases. K. Gurling 


1100. Primary Carcinoma of Duodenum 

J. KLEINERMAN, K. YARDUMIAN, and H. T. TAMAKI. 
Annals of Internal Medicine [Ann. intern. Med.] 32, 451- 
456, March, 1950. 3 figs., 37 refs. 


The presence of cholecystitis was suspected in a man, 
aged 58 years, who suffered from attacks of abdominal 
pain. X-ray examination revealed a normal gall-biadder, 
but it was believed that a small diverticulum was situated 
in the second part of the duodenum. The man began to 
vomit material resembling coffee-grounds, and eventually 
he died from loss of blood. At necropsy, an ulcerating 
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carcinoma of the duodenum was found near the pyloric 
ring. Another patient, a man aged 69 years, complained 
of vomiting, abdominal pain, and loss of weight. As in 
the first case, the cholecystogram was normal and a 
diverticulum was observed on radiological examination 
of the duodenum. Before death, the patient vomited 
** coffee-ground ’’ material and passed a black stool. 
Post-mortem examination revealed that death was due to 
pulmonary embolism and carcinoma of the duodenum. 

A study of the literature shows that 3% of intestinal 
carcinomata affect the small bowel, and that the 
duodenum is the site of the neoplasm in approximately 
45% of the total number of these cases. Among 438 
instances of duodenal carcinoma, the neoplasm was 
situated in the suprapapillary region in 22-5°%% of cases and 
in the peripapillary region in 59-2°% of cases. 

Carcinoma of the duodenum requires differentiation 
from carcinoma of the stomach or of the head of the 
pancreas, and the radiologist must bear in mind that the 
appearances of a neoplasm may resemble those of a 
diverticulum. Symptoms may be due to obstruction of 
the bowel or of the bile duct. Ulceration causes bleeding, 
and a penetrating lesion causes gnawing pain. As death 
may occur from 5 to 19 months after the illness becomes 
apparent, exploratory laparotomy should be performed 
when the diagnosis is in doubt. A. Garland 


1101. Osteoporosis and Spontaneous Fractures in Non- 
Tropical Sprue. (La osteoporosis y las fracturas espon- 
taneas en el sindrome de esprue no tropical) 

A. R. MoraGas and R. D. Gose. Medicina Practica 
[Med. pract.] 2, 171-181, March-April, 1950. 6 figs., 
15 refs. 


The authors discuss the question of non-tropical 
steatorrhoea and spontaneous fractures occurring there- 
in and describe the case of a woman of 67 years. This 
patient underwent privation during the civil war in Spain 
and lost 30 kg. in weight. Five years ago, on account of 
economic stringency, her diet was deficient in protein and 
she continued to lose weight and began to pass large, 
frothy, pasty stools, although she had a big appetite. 
After a year she spent 3 months in the country and her 
general condition and weight improved, but the large, 
pasty stools persisted. The following year she noticed 
swelling of legs and the lower part of the trunk, which, 
however, subsided in 6 months with rest in bed. Then 
she noticed for some time pain on movement of the right 
leg, but apparently had no suspicion of any fracture. 
On coming to hospital a fracture of the lower third of 
the right femur was found. The characteristic symptoms 
of sprue were present and the blood calcium level was 
79-5 mg. per 100 ml., blood phosphorus level 30 mg. per 
100 ml., and urinary calcium content 120 mg. per 100 ml. 
While being placed on a stretcher to be taken to the 
radiographic department, and “without the least 
trauma ”’, there occurred a fracture of the left tibia and 
fibula. These were set and extension applied, but she 
died 3 days later from bronchopneumonia and cardiac 
failure. At necropsy, the chief findings were ‘* abundant 
serous exudate ”’ in both pleural cavities, foci of broncho- 
pneumonia, 150 ml. of fluid in the pericardium, and 
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enlargement of the liver and dilatation of the gall-bladder 
and bile-ducts, with no calculi; the spleen was only half 
the normal size and the ampulla of Vater was blocked by 
a vegetating tumour. The right femur showed two mal- 
united fractures, one of the upper third, below the 
trochanter, and the other of the lower third, just above 
the condyles. The bone was translucent and porous, 
and the cortical layer was thinned. 

The authors discuss the usual causes of loss of calcium 
—combination of ingested calcium with excess of fatty 
acids to produce insoluble salts, deficiency of vitamin D 
and consequent failure of metabolism of calcium and 
phosphorus, and impermeability of the intestine to 
calcium, with excessive elimination. In the case 
described it was believed that the tumour at the ampulla 
of Vater prevented bile entering the intestine, thus adding 
to the decalcifying acidosis and non-absorption of fat- 
soluble vitamins. H. Harold Scott 


1102. General Repercussions of Enteritis. Considerations 
on the Significance and Nature of Sprue. (Repercusiones 
generales de las enteritis. Consideraciones sobre la 
significacion y naturaleza del esprue) 

C. Jim—NEz Diaz, C. MARINA Fiot, J. M. ROMEO 
OrBeGozo, and A. GOmez. Revista Clinica 
Espanola [Rev. clin. esp.] 37, 9-18, April 15, 1950. 
3 figs., 53 refs. 

The conception of sprue as a disorder of fat absorption 
only is misleading, as this particular manifestation of the 
disease is neither constant nor essential. Sprue is 
characteristically the association of a disorder of the small 
gut with a series of general symptoms—cheilosis, glossitis, 
anaemia, etc.—many of which can be ascribed to nutri- 
tional deficiencies and others to newly-formed toxic 
substances. The possible mechanisms involved are 
considered, and both sets of symptoms are thought to 
be due to changes in the normal intestinal flora. Such 
changes in the intestinal bacterial balance cause a raised 
production of histamine, destruction of food vitamins, 
and other changes, and the authors claim to have 
established a new concept of “ intestinal auto-intoxica- 
tion’: the organic outcome of changes in the intestinal 
bacterial flora which control food absorption and 
utilization, amine-formation, and the production of toxic 
substances. René Méndez 
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1103. The Relation of Portal Vein Pressure to the 
Formation of Ascites—an Experimental Study 
W. VoLwiILer, J. H. GRINDLAY, and J. L. BOLLMAN. 


Gastroenterology [Gastroenterology] 14, 40-55, Jan., 
1950. 5 figs., 26 refs. 


A variety of experiments were performed on dogs in an 
attempt to assess the relative importance of high portal-. 
vein pressure and of low serum protein concentration in 
the development of ascites. The pressure in the inferior 
vena cava was measured by means of a plastic catheter, 
and constriction of these veins was produced by applica- 
tion of a ** cellophane ’’ band, which produced a fibrous 


ring. Development of collateral circulation was demon- 
strated by the injection of a radio-opaque medium or of 
vinyl acetate solution immediately after death. 

Rapid or gradual complete occlusion of either the 
inferior vena cava or the portal vein did not affect the 
pressure in the other main vessel. Several gradual or 
two-stage constrictions were tried, but none produced a 
portal hypertension as high as that often found in human 
cirrhosis. Slow cellophane constriction of the thoracic 
vena cava caused liver congestion and ascites with hypo- 
proteinaemia; the liver lymphatics were dilated and 
Evans blue, injected intravenously, soon appeared in the 
ascitic fluid. The production of similar venous pressures 
by slow constriction of both the portal vein and inferior 
vena cava below the liver caused no ascites, no liver 
congestion, and no hypoproteinaemia. If the latter 
were provoked by plasmapheresis, then ascites developed 
well before peripheral odema, the lymphatics were not 
engorged, and intravenous Evans blue did not enter the 
ascitic fluid, which was of low protein content. An 
antidiuretic substance was sought (by a method of assay 
which is fully described), but none was found, in the 
urine of 5 dogs with ascites and congestion of the liver. 

Extensive collateral vessels developed, but although 
these included peri-oesophageal veins, submucosal 
oesophageal varices were never found. There was no 
correlation between the pressure measurements and the 
development of ascites, for which portal hypertension was 
not essential. The probable mechanism of ascites is 
discussed in the light of these observations. ; 

C. L. Cope 


1104. Observations on the Diagnostic Value of Liver 
Biopsy, Tests of Hepatic Function, and Electrophoretic 
Fractionation of Serum Proteins in Asymptomatic Portal 
Cirrhosis 

W. E. Ricketts, J. B. KiRsNeR, W. L. PALMER, and 
K. STERLING. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.] 35, 403-407, March, 1950. 
1 fig., 7 refs. 


This investigation was made with the object of 
correlating the results of liver biopsy, tests of hepatic 
function, and the electrophoretic pattern of the serum 
proteins in patients with asymptomatic cirrhosis. 

Liver biopsy .was carried out in 20 cases of portal 
cirrhosis and was histologically positive in 19 cases. An 
elevated serum bilirubin level was found in only 1 case. 
The serum cholesterol level was determined in 17 patients: 
it was raised in 4 and normal in the remainder. The 
cholesterol/cholesterol-ester ratio was normal in the 
14 determinations made. The total plasma protein 
content varied, but was never less than 6 g. per 100 ml. 
A plasma albumin level below 4 g. per 100 ml. was noted 
in only one case, while elevation of the globulin level 
above 3 g. per 100 ml. was found in4 cases. An increased 
alkaline-phosphatase value (between 5 and 7 units) was 
found in 4 patients. The results of the thymol-turbidity 
and cephalin-cholesterol flocculation tests were very 
variable. Elimination of hippuric acid of less than 
0-7 g. per 100 ml. was obtained in only 4 out of 12 patients 
tested. Prothrombin time was below 85% of normal in 
only one patient. The urinary urobilinogen content 
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exceeded 3 mg. for 24 hours in only 2 cases. The brom- 
sulphalein test was found to be the best screening 
procedure in that a retention of 10% or more after 
30 minutes was found in 65% of cases. The electro- 
phoretic patterns of the plasma proteins were slightly 
abnormal, with an increased level of gamma or beta 
globulins in some instances, but these changes were not 
constant. R. B. Lucas 


1105. Needle Biopsy of the Liver. III. Experiences in 
the Differential Diagnosis of Jaundice 

F.G. Weisprop, L. Scuirr, E. A. GALL, F. P. CLEVELAND, 
and J. R. BERMAN. Gastroenterology [Gastroenterology] 
14, 56-72, Jan., 1950. 11 figs., 14 refs. 


The essential histological points of differentiation of 
virus hepatitis from obstructive jaundice in liver biopsy 
specimens are described and well illustrated. Of 64 cases 
of virus hepatitis, 4 were initially diagnosed incorrectly 
by biopsy and in 5 the result was inconclusive. Most 
of the errors occurred in biopsies performed at the third 
week or later. In obstructive jaundice correct diagnosis 
was obtained by biopsy in all of 17 cases. The initial 
biopsy diagnosis was correct in all of 29 cases of hepatic 
cirrhosis with jaundice. In cases without jaundice the 
biopsy needle may sometimes miss the areas of fibrosis. 
Of 16 cases of malignant disease of the liver initial biopsy 
was negative in only one, and in this a positive diagnosis 
was made at the second attempt. 

Liver biopsy was found to be slightly more reliable as a 
test of liver dysfunction than the clinical impression, and 
considerably more reliable than the standard laboratory 
tests. C. L. Cope 


1106. Clinical Employment of Inositol. (Prime 
esperienze cliniche con I’uso dell’inositolo) 

F. CRAvINI. Minerva Medica [Minerva med., Torino] 41, 
491-498, March 24, 1950. 5 figs., bibliography. 


This account of the effects of the administration of 
meso-inositol in 3 cases of cirrhosis of the liver, one of 
acute hepatitis, one of psoriasis, and one of lipoid 
nephrosis comes from the General Medical Clinic of 
Turin University. After an extensive review of the 
literature concerning the biochemistry of inositol, a 
detailed account is given of 2 of the cases of cirrhosis. 
The first was in a 34-year-old male who received 2 g. of 
the drug by mouth daily for 20 days. In the second case 
the dose was gradually increased to 3 g. daily by mouth, 
supplemented by 2 g. daily intravenously for 4 weeks, then 
4 g. was given daily by mouth for a further week. In 
both there was considerable symptomatic improvement, 
with decrease in the ascites and hepatomegaly, diuresis, 
fall in blood cholesterol level, and weakening of Takata- 
Ara reaction. The third case of cirrhosis is briefly 
described; up to 5 g. a day was given with no toxic 
effects beyond a mild episode of diarrhoea. The 
patient with acute hepatitis was given | g. by mouth daily 
with apparent improvement [but no evidence is put 
forward to show that this in any way differed from the 
normal course of events]. The drug had no influence 
at all on the course of the disease in lipoid nephrosis. 

Finally, in pursuance of the thesis that inositol is one of 


the lipotropic factors capable of preventing or lessening 
abnormal lipoid accumulations in the liver and elsewhere, 
it was given in a long-standing case of psoriasis, a condi- 
tion which the authors claim to be associated with 
disorders of lipoid metabolism. The result was an 
apparent cure, but the possibility of a normal remission 
was not forgotten. The advantages of oral administra- 
tion, low toxicity, and low price of inositol are 
emphasized. Donough O’ Brien 


1107. Electrophoretic Studies in Liver Disease 

H. A. RArsky, M. WEINGARTEN, C. I. KRIEGER, K. G. 
STERN, and B. NEWMAN. Gastroenterology [Gastro- 
enterology] 14, 29-39, Jan., 1950. 5 figs., 11 refs. 


Chemical and electrophoretic analyses of serum pro- 
teins, together with liver function tests, were carried out 
in various forms of hepatic disturbance. In 6 cases of 
acute hepatitis, electrophoresis showed widely different 
albumin-globulin ratios from those obtained by salting- 
out methods. In follow-up studies of these patients 
normal electrophoretic patterns were obtained in 8 to 
46 months, and much better agreement was then found 
with the results obtained by the salting-out method. In 
7 cases of Laénnec’s cirrhosis, all proved by biopsy, and 
one of biliary cirrhosis similarly proved, an abnormal 
electrophoretic curve with reduced serum-albumin level, 
elevated gamma-globulin level, and inverted albumin- 
globulin ratio was obtained, whereas by chemical 
methods the serum protein partition was normal in 
4 cases. Of 6 patients with metastatic carcinoma of the 
liver, in all of whom the albumin-globulin ratio was 
chemically normal, only one had a normal electrophoretic 
curve. Electrophoresis thus frequently reveals dis- 
turbances of serum proteins not shown by chemical 
methods, although in some cases of chronic hepatic 
impairment with a high bilirubin level even the electro- 
phoretic pattern may be normal. C. L. Cope 


1108. Radioactive Phosphorus as an Indicator of the 
Rate of Phospholipide Formation in Patients with Liver 
Disease 

D. CayerR and W. E. CorNATZER. Gastroenterology 
[Gastroenterology] 14, 1-10, Jan., 1950. 12 refs. 


It has been shown by the use of radioactive phosphorus | 


that in experimental animals with fatty livers administra- 
tion of choline or methionine increases the rate of 
phospholipid synthesis; the possible application of this 
action in the treatment of human cirrhosis prompted the 
present work. Believing that the liver is the main site 
of production of the plasma phospholipids, the authors 
studied the rate of appearance of radioactive phosphorus 
(P**) in the plasma lipids in 10 normal persons and in 
11 patients with cirrhosis, both before and after treatment 
with methionine or choline. Phospholipid was extracted 
from the plasma with suitable solvents and its radio- 
activity and total phosphorus content were determined 
at 6, 24, 48, and 96 hours after the intramuscular injection 
of radiophosphorus as Na,HPO,. 

Before the injection the plasma phospholipid phos- 
phorus level varied considerably as between different 
subjects, hut was fairly constant on repeated estimation 
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for each individual. In the normal subjects, the mean 


values for specific activity of the extracted phosphorus 
were 14-4, 16-3, and 16-7 at 24, 48, and 96 hours respec- 
tively after the injection of P**. The development of 
specific activity in 9 of the patients with cirrhosis was 
within the same range but rather slower, the mean value 
for specific activity at 24 hours being 11-1. Treatment 
for 2 to 6 months with methionine (3 g. daily) did not 
significantly alter the rate of incorporation of radio- 
phosphorus in the plasma phospholipid in these patients. 
In 2 untreated cases of cirrhosis a single large dose of 
methionine or choline increased the rate of turnover of 
circulating phospholipid, but after several weeks’ treat- 
ment this effect could no longer be obtained. No such 
initial stimulation of turnover followed large doses of 
methionine or choline in normal control subjects. The 


_results are considered to be compatible with a relative 
deficiency of lipotropic agents in cirrhosis. C.L. Cope 


1109. Phospholipid Synthesis in Patients with Cirrhosis 
and Infectious Hepatitis. The Effects of Choline and 
Methionine as Measured by Radioactive Phosphorus 

W. E. Cornatzer and D. Cayer. Southern Medical 
Journal [{Sth. med. J.] 38, 212-216, March, 1950. 3 figs., 
18 refs. 

In this paper, the authors describe the effects of the 
administration of large doses of choline and methionine 
in cases of hepatic cirrhosis and infective hepatitis and in 
normal subjects on the rate of turnover of phospholipids 
in the liver, which was measured by the intramuscular 
injections of radioactive phosphorus (P*?) in the form 
of sodium dihydrogen phosphate and the subsequent 
measurement of radioactivity and phosphorus content 
in samples of blood taken at 24-hour intervals for 3 days. 
Their purpose was to test the hypothesis that it is an 
increase in the rate of phospholipid synthesis and of 
removal of fat from the liver which is responsible for the 
clinical improvement seen in patients with cirrhosis 


treated with a high-protein diet and that the increase is 


the result of stimulation by methionine and choline. 
While no such stimulatory effect could be detected in 
normal subjects on giving methionine and choline, the 
rate of phospholipid turnover was increased by these 
substances in patients with cirrhosis; but this did not 
happen in cases of infective hepatitis. J. W. McNee 


1110. Serum Globulin Fractions as an Index of Hepatic 
Dysfunction 

M. A. SPELLBERG, C. COHN, W. Q. WOLFSON, and C. 
SHORE. Gastroenterology [Gastroenterology] 14, 11-19, 
Jan., 1950. 2 figs., 26 refs. 

A chemical method for the separation of the serum 
globulin fractions which gives results approximating to 
those of electrophoretic analysis has previously been 
described by two of the authors (Cohn and Wolfson, 
J. Lab. clin. Med., 1947, 32, 1203). This method has now 
been used to determine whether characteristic changes in 
Protein pattern could be detected in early liver disease, 
Observations being carried out over several months in 
cases of early cirrhosis (4), acute hepatitis (12), infectious 
mononucleosis (3), Banti’s syndrome (3), and ** xantho- 
matous biliary cirrhosis ”’ (2). 


Abnormal globulin patterns were found in 65° of 
sera tested, an increase in the gamma-globulin fraction 
being the most frequent (58%), in the alpha-globulin 
fraction next (20%), and in the beta-globulin fraction the 
least often encountered (9°%). In early portal cirrhosis, 
an elevated serum gamma-globulin level was a valuable 
indication of hepatic dysfunction. Acute hepatitis 
produced little disturbance in the bromsulphalein excre- 
tion or thymol-turbidity tests or in serum alkaline-phos- 
phatase level, but the serum gamma-globulin level was 
raised in 38% of cases and was the last of all the function 
tests to return to normal. A rise in serum gamma- 
globulin level occurred before any fall in the total 
protein or albumin concentrations. In severe portal 
cirrhosis no other liver function test approached the 
sensitivity of the serum globulin method; the results of 
the thymol-turbidity and cephalin-cholesterol flocculation 
tests became positive later in the disease and returned to 
normal sooner than the gamma-globulin level. The 
authors agree that an abnormal level of serum gamma 
globulin is not a specific indication of liver disease, but 
point out that flocculation reactions also may be positive 
in other conditions. C. L. Cope 


1111. Clinical Experience with the Colloidal Red Test 
H. Ducct. Gastroenterology [Gastroenterology] 14, 
20-28, Jan., 1950. 20 refs. 


The author describes his experiences with a colloidal 
red test which he has developed as a substitute for the 
colloidal gold test and has previously described (J. Lab. 
clin. Med., 1947, 32, 1273). The value of the test in the 
differential diagnosis of jaundice was assessed from the 
results obtained in 120 normal and 329 icteric subjects. 
Gamma globulin has a flocculating, and albumin an 
inhibitory, effect on the colloidal red sol. The result of 
the test is not affected by exposure of the serum to light 
or to temperature changes [range not specified], or by 
storage of the serum for several days in the cold. In the 
120 apparently normal subjects the result was negative 
in 70-8% and only weakly positive in 21-6%. Positive 
results were sometimes obtained in non-hepatic condi- 
tions such as rheumatoid arthritis. A positive result 
was obtained in 23 out of 26 cases of cirrhosis in which 
the serum bilirubin level was normal. Out of 75 cases of 
post-hepatic (obstructive) jaundice the result proved 
negative in 62 (82-6), whereas out of 254 cases of 
hepatic jaundice the result was positive in 206 (81%). 
When the colloidal red test is combined with serum 
alkaline-phosphatase estimation, the diagnostic accuracy 
is improved; only in 3 of 72 cases of obstructive jaundice 
was the colloidal red test positive and the phosphatase 
level less than 10 units, while the result of the colloidal 
red test was negative and the serum phosphatase level 
over 10 units in only 17 (7%) of 244 cases of hepatic 
jaundice, one or other result being against the diagnosis in 
92 cases. In the author’s view the test compares 
favourably both in diagnostic value and in technical ease 
with the colloidal gold reaction. C. L. Cope 


See also Sections Radiology, Abstract 959; Patho- 
logy, Abstracts 967, 980, and 989. 
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1112. Subacute Thyroiditis 

G. Crite and E. W. Rumsey. Journal of the American 
Medical Association [J. Amer. med. Ass.] 142, 458-462, 
Feb. 18, 1950. 5 figs., 16 refs. 


The authors diagnosed 38 cases of subacute thyroiditis 
at the Cleveland Clinic during the 3 years 1946-8. 
They regard this disorder as an inflammation initiated by 
some unknown but probably vital factor and prolonged 
by tissue reaction to displaced or altered colloid which 
escapes from the damaged follicular cells. The essential 
finding is of an enlarged, firm, and tender thyroid. 
Other features include general constitutional disturbance, 
sore throat, pain on swallowing, and a frequent relation 
to upper respiratory infection. Involvement of the 
thyroid is often unsuspected by the patient and further 
difficulties arise from the presence of symptoms 
resembling globus hystericus and of pain referred to the 
face, jaw, or ear. The erythrocyte sedimentation rate is 
greatly increased. The uptake of radioactive iodine by 
the thyroid averages 10%, compared with a normal value 
of 30% to 50%. [As estimated in Great Britain, the 
normal value would appear to be 15% to 35%.] 

The gland is avascular and the inflammatory process 
does not extend beyond the capsule as it does in Riedel’s 
struma. Microscopical examination shows fibrosis, 
polymorphonuclear leucocytic infiltration, and collec- 
tions of foreign-body giant cells and histiocytes around 
foci of colloid, resembling tubercles This characteristic 
picture allows the diagnosis to be substantiated by needle 
biopsy. The authors stress the value of radiotherapy, 
total doses of about 800 r, being given in daily amounts 
of 100 to 150 r. 

[This is an excellent article upon a seldom recognized 
condition. The application of needle biopsy techniques 
to the thyroid is interesting and seems likely to improve 
the management of this and similar disorders.] 

R. B. Terry 


1113. Pseudohypoparathyroidism (The Seabright Bantam 
Syndrome) 

C. U. Lowe, A. J. ELLINGER, W.. S. WRIGHT, and H. M. 
STAUFFER. Journal of Pediatrics [J. Pediat.] 36, 1-10,. 
Jan., 1950. 2 figs., 15 refs. 


1114. Adrenal Cortical Responses to Stress in Normal 
Men and in Those with Personality Disorders. Part I. 
Some Stress Responses in Normal and Psychotic Subjects. 
Part II. Analysis of the Pituitary—-Adrenal Mechanism in 
Man 

G. Pincus and H. HOAGLAND. American Journal of 
Psychiatry [Amer. J. Psychiat.) 106,641—659, March, 1950. 
5 figs. 


In recent years great attention has been given to the 
response of the organism to stress, and to the role of the 
adrenal cortex and its control by the pituitary. In 


Disorders 


these two papers are summarized studies by which it is 
claimed that a difference has been established in this 
regard between schizophrenic and normal individuals. 
Six indices of adrenal cortical activity were used, based on 
the lymphocyte count in the blood, and the levels of 
17-ketosteroids, neutral reducing lipids, potassium, 
sodium, and uric acid in the urine. Test stresses were 
exposure to heat or cold, the ingestion of large amounts 
of sugar, the operation to the point of fatigue of a 
“* pursuit meter ’’, exposure to atmospheres with a low 
partial pressure of oxygen, frustrating situations, electric 
convulsion therapy, and psychiatric interviews. The 
results were complicated by the existence of a daily 
rhythm in the test indices. 

There was no significant difference at rest as regards the 
above indices between schizophrenics and controls, but 
the changes after stress appeared to indicate that schizo- 
phrenics were significantly less responsive. They were 
also less responsive to injection of adrenocorticotrophic 
hormone (ACTH), and it is suggested that an innate lack 
of response of the adrenal cortex to naturally circulating 
ACTH “ makes some persons more vulnerable to the 
stresses of living than others... . It is possible that 
faulty potassium metabolism in the face of the repeated 
stresses of daily life may be an important cumulative 
factor in the development of a psychosis.’” The responses 
of psychoneurotics were normal. 

[Clinical details of the cases are not given, but 
they were chronic ones, thé patients having spent an 
average of 24 years in a state mental hospital. The 
authors quote Gildea’s observations on early cases with 
normal response to stress, and it is possible that their 
findings, like the well-known hyporeactivity of schizo- 
phrenics in other respects, are related to the chronicity of 
the condition and the special circumstances of prolonged 
confinement in hospital, and that they may not throw 
much light on the original causes of a schizophrenic illness.] 

Elliott Emanuel 


1115. Hormonally Induced Transformation of Adrenal 
into Myeloid Tissue 

H. Seve and H. Stone. American Journal of Pathology 
[Amer. J. Path.] 26, 211-233, March, 1950. 16 figs., 
bibliography. 


Crude pituitary extracts induce haematopoiesis in the 
adrenal cortex and spleen, and in the brown fat adjacent 
to the adrenal and kidney. This effect is not due to 
adrenocorticotrophic hormone alone, but to this in 
combination with a necrotic factor in the crude extract. 
The effect is enhanced by testoids, and still further by 
thyroxine. Testoids alone are capable of transforming 
cells of the adrenal cortex into ordinary adipose cells. 
In man haematopoiesis in the viscera is often associated 
with carcinomatosis and in rats it may be induced by 
implants and extracts of necrotic tumours or kidney. 
Also in man visceral haematopoiesis may be encountered 
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in atherosclerosis, nephrosclerosis, heart diseases, and 
hypertension; these again are conditions which can be 
regularly produced in experimental rats with crude 
pituitary extracts. The authors relate these findings 
to the “ diseases of adaptation ”’. D. M. Pryce 


See also Section Medicine: General, Abstract 1030. 


1116. Effects of Pituitary Adrenocorticotrophic Hormone 
(ACTH) in Panhypopituitarism of Long-standing and in 
Myxedema 

A. I. KNOWLTON, J. W. JAILER, H. HAMILTON, and R. 
West. American Journal of Medicine [Amer. J. Med.] 8, 
269-284, March, 1950. 4 figs., 40 refs. 


In a patient with long-standing hypopituitarism, studied 
at the Presbyterian Hospital, New York, the authors 
found a minimal response to the injection of pituitary 
adrenocorticotrophic hormone (ACTH), thus confirming 
the work of others. However, they felt that this might 
be related to the accompanying hypothyroidism. A 
patient with primary myxoedema of 13 years’ standing 
was therefore given ACTH daily for 8 days before 
treatment of the myxoedema and again for 7 days after 
treatment with thyroid had rendered her normal, and 
the response to the two courses compared. The ACTH 
was freshly dissolved in saline and given intramuscularly 


at 6-hourly intervals in doses of 33 to 104 mg. a day. 


Careful metabolic studies were made throughout and the 
results are recorded in detail. 

Before and after treatment of the myxoedema ACTH 
produced similar degrees of negative nitrogen balance 
and of increased urinary excretion of potassium, uric 
acid, 17-ketosteroids, and corticoids. Sodium retention 
and weight gain were greater, and the decrease in number 
of circulating eosinophils after the initial injection smaller 
before thyroid treatment than after—findings which were 
thought to be due to the presence of cardiac oedema. 
The authors conclude that the response to ACTH is not 
dependent on normal thyroid function. Nor was there 
any indication of increased thyroid activity during the 
administration of ACTH. R. B. Terry 


1117. Studies on the Effect of Epinephrine on the 
Pituitary—Adrenocortical System 

L. Recant, D. M. Hume, P. H. ForsHam, and G. W. 
THORN. Journal of Clinical Endocrinology [J. clin. 
Endocrinol.| 10, 187-229, Feb., 1950. 22 figs., 38 refs. 


A number of animal experiments are described which 
demonstrate that exposure to stress leads to a fall in the 
eosinophil leucocyte count and that this is caused by an 
increase in the secretion of pituitary adrenocorticotrophin 
and so of 11-oxysteroids from the adrenal cortex. One 
means by which the stress stimulus in conveyed to the 
pituitary is by the secretion of adrenaline and the 
injection of adrenaline will produce a fall in the eosino- 
phil count similar to that provoked by stress, provided 
that the pituitary and adrenal cortex are intact. 

This result of adrenaline injection may be used as a 
clinical test of the efficiency of the pituitary—adreno- 
cortical system in man. When 0-2 mg. of adrenaline is 

M—U 


infused intravenously in 200 ml. of physiological saline 
over a period of one hour a biphasic response occurs, 
the eosinophil count rising during the first hour and 
subsequently falling below its original level, the maximum 
reduction being found at the fourth hour. The average 
reduction in eosinophil count at the 4th hour is by 7% of 
the pre-injection figure in cases of Addison’s disease, 
by 18°% in cases of panhypopituitarism, and by 60% 
in normal persons. Similar results, with somewhat 
greater variance, are obtained when the adrenaline is 
given subcutaneously in a dose of 0:3 mg. 
Peter C. Williams 


1118. Cases of Hypopituitarism 

R. T. Cooke and H. L. SHEEHAN. British Medical 
Journal [Brit. med. J.] 1, 928-931, April 22, 1950. 4 figs., 
2 refs. 


1119. The Effect of Various Doses of Androgen on the 
Anterior Pituitary of the Rat. (Uber die Wirkung 
verschiedener Gaben von Androgen auf den Hypo- 
physenvorderlappen der Ratte) 

H. ZAHLER. Virchows Archiv fiir Pathologische Anatomie 
[Virchows Arch.] 317, 547-577, 1950. 8 figs., 43 refs. 


Androsterone injected in various doses (10 pg. to 
50 mg.) causes complex changes in the anterior lobe of 
the pituitary. It promotes the metamorphosis of the 
basophil apparatus, but even in moderate doses causes 
an exhaustion, and in higher doses an inhibiting effect 
leading to severe degeneration and atrophy of the lobe. 
After cessation of injections restoration takes place. 
Unusually high doses (0-5 to 50 mg.) cause a temporary 
partial recovery probably due to a counter-regulation 
mechanism in the adrenals. In the acidophil apparatus 
androgen likewise causes a promotion of metamorphosis 
and an exhaustion of the cells, but also promotes forma- 
tion and maturation of the cells; very high doses lead 
to an increase in these cells, hypertrophy of the whole 
apparatus, and even an increase in production of hor- 
mone (adrenocorticotrophin). Androgen acts as an 
antagonist to the changes produced in the acidophil 
cells by oestrogens. O. Neubauer 


1120. The Pharmacodynamic Action of Sex Hormones on 
BbIX TOPMOHOB Ha 

M. I. SHEVLJAGINA. Knunuyeckan Meguuuua [Kiin. 
Med., Mosk.] 28, No. 2, 61-64, Feb., 1950. 3 figs., 
4 refs. 


A series of 47 cases of coronary insufficiency, 9 with 
recognizable cardiac damage, were treated by sex 
hormones. ‘* Progynon ”’ (oestradiol benzoate) in doses 
of 10,000 mouse units was used, and also testosterone 
propionate (up to 25 mg. two to three times a week), 
although it was later found that methyltestosterone was 
better for the purpose than testosterone propionate. 
Best results were obtained by a combination of small 
doses of male and female hormones. In patients whose 
illness was of 6 to 18 months’ standing the response to 
treatment was best. [Three cases are described in some 
detail but no summary of the series is given. In one of 
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these cases the area of hyperaesthesia was reduced from 
a zone including most of the chest and anterior arm 
surfaces to a small patch over the left sterno-clavicular 
joint, while an improvement is claimed in the electro- 
cardiogram. The tracings reproduced do not strikingly 
confirm this claim.] Jeffrey Boss 


1121. Testicular Deficiency: A Clinical and Pathologic 
Study 

R. P. Howarp, R. C. SNIFFEN, F. A. Simmons, and F. 
ALBRIGHT. Journal of Clinical Endocrinology [J. clin. 
Endocrinol.] 10, 121-186, Feb., 1950. 19 figs., biblio- 
graphy. 


The clinical features, rates of urinary excretion of 
gonadotrophin and 17-ketosteroids, and histology of 
testicular biopsy specimens were compared in 141 patients 
with signs of testicular deficiency. The gonadotrophin 
present in the alcohol precipitate from specimens of urine 
was assayed by measuring its capacity to increase the 
weight of the uterus in immature mice—in the authors’ 
opinion this is a measure of follicle-stimulating activity, 
though other interpretations are discussed. The patients 
were divided into three main groups with low, normal, 
and high rates of gonadotrophin excretion respectively. 

In the 37 cases with subnormal gonadotrophin excre- 
tion the disorder was idiopathic or was due to lesions 
of or near the hypophysis or to oestrogen treatment. 
The idiopathic cases showed the usual eunuchoid features 
(high voice, no ejaculation, no beard, greater span than 
height, little or no body hair, scanty pubic hair, and 
infantile genitalia) and tended to excrete little 17-keto- 
steroid. In cases where such excretion was particularly 
low (less than 1 mg. daily), the patients had almost no 
axillary and pubic hair; it is concluded that adrenal 
androgen production had failed as well as that from the 
testes, perhaps because of a deficiency of luteinizing 
hormone in addition to that of the follicle-stimulating 
hormone. The testes of all these patients were either 
infantile, with no sperm formation or mitotic activity in 
the lumen-less tubules and with no Sertoli or Leydig 
cells, or showed some Sertoli-cell and germ-cell dif- 
ferentiation, but with signs of degeneration (thickening 
of the tunica propria and proliferation of elastic and 
fibrous tissue around the tubules) and an absence of 
Leydig cells. Similar appearances were found in the 
testes of men with lesions (cyst, tumour, or trauma) 
of or near the hypophysis; infantile testes were found 
where the lesion had been present before puberty and 
degenerate changes when the lesion developed after 
puberty. In either case the Leydig cells were absent or 
abnormal. When 5 men with acromegaly or prostatic 
cancer were treated with high doses of oestrogen for 
weeks or months their rate of gonadotrophin excretion 
was reduced, although the rate of 17-ketosteroid excretion 
was not necessarily affected, and the testes of all of them 
showed thickening of the tunica propria with peritubular 
elastic and fibrous proliferation, cessation of sperm 
formation and a decrease or disappearance of Leydigcells. 

There were 32 men with normal rates of gonadotrophin 
excretion and apparently normal testicular histology, in 
which Sertoli and Leydig cells were present but spermato- 


genesis was disordered to a varying extent, being arrested 
at a particular stage (spermatocyte or spermatid) uni- 
formly throughout the testis, reduced to various degrees in 
different parts of the same testis (hypospermatogenesis), 
or only apparent as oligospermia. 

The 65 patients with high rates of gonadotrophin 
excretion formed three sub-groups. In 19 cases the testes 
contained normal Sertoli and Leydig cells, but an almost 
complete absence of germ cells; 6 of these men had a 
history of exposure to radioactivity. The rate of 
gonadotrophin excretion was not very much raised in 
this sub-group, which may be regarded as intermediate 
between the last main group and the following one, 
containing 30 patients in whom the rate of gonadotrophin 
was particularly high (reaching levels 5 to 10 times greater 
than the average in normal men) and the eunuchoid 
features were similar to, though usually less extensive 
than, those in the group with low gonadotrophin 
excretion, with gynaecomastia as an additional feature. 
The rate of 17-ketosteroid excretion was normal, but 
spermatozoa were rare in the seminiferous tubules and 
the Sertoli cells tended to be degenerate; the thickening 
of the tunica propria was so extensive that many of the 
tubules were completely sclerotic. The Leydig cells were 
increased in number, but usually appeared as immature, 
degenerate, or non-secretory—in the 6 cases in which 
these cells were the least abnormal the eunuchoidal 
symptoms also were least marked. The gynaecomastia 
did not appear to be related to 17-ketosteroid or gonado- 
trophin excretion or to testicular histology. The rate of 
gonadotrophin excretion was also raised in 4 men with 
congenital absence of testicular tissue and it is suggested 
that increased excretion in men with normal testicular 
histology may point to a condition of male climacteric. 

In broad terms, the authors explain the various condi- 
tions in the following manner: where the rate of 
gonadotrophin excretion is subnormal the primary 
defect is in the pituitary, where the rate of secretion of 
follicle-stimulating hormone is reduced; where the rate 
is within normal limits the primary defect is in the 
germinal cells of the testis, and the hormone-secreting 
cells (the Sertoli and Leydig cells) are unaffected; and 
where the rate is high the primary defect is in the 
hormone-producing cells of the testis. They support 
the view that the Sertoli cells produce an “* X ’’ hormone 
which plays a similar part in the male to that of oestrogen 
in the female: it inhibits in the hypophysis the secretion 
of follicle-stimulating hormone and stimulates the 
secretion of luteinizing hormone. The primary defect in 
the group with high gonadotrophin excretion may be 
sclerosis of the tubules leading to destruction of the 
Sertoli cells, absence of ** X ’’ hormone, and consequent 
increased production of follicle-stimulating hormone and 
decreased production of luteinizing hormone; or it may 
be placed one step further back and be in the Leydig 
cells, leading to failure of androgen production, sclerosis 
of the tubules, and so on. 

[The original paper should be consulted for the more 
detailed interpretation of the findings, for certain minor 
sub-groups to the broad classification outlined above, and 
for clinical descriptions of representative cases which are 
given in an appendix.] Peter C. Williams 
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1122. Aureomycin in the Treatment of Diseases of the 
Skin 

A. J. Pur. Urologic and Cutaneous Review [Urol. 
cutan. Rev.] 54, 222-224, April, 1950. 6 refs. 


Aureomycin was given by mouth in capsules contain- 
ing 250 mg. and was also used topically in a 3% ointment 
in soft paraffin in the treatment of various skin diseases. 
A daily dose of 2 g. was given to 19 patients with pem- 
phigus, 2 of whom had a remission lasting more than 
a year; the others failed to respond to oral therapy, and 
were given the ointment, but without benefit. Of 
8 patients with herpes zoster given aureomycin by mouth 
only 4 lost their pain rapidly, although the eruption was 
unaffected, while in the other 4 the pain remained, 
but the eruption had almost disappeared in 72 hours. 
Later it was found that combined oral and local treatment 
gave better results. The eruption cleared in a week in 
5 patients with herpes simplex who used the ointment. 
The ointment cleared the pustules completely in acne 
vulgaris, but had no effect on the other lesions. Sycosis 
barbae responded particularly well to local treatment, 
but relapsed as soon as it was stopped unless treatment 
were continued for 2 months after the skin appeared 
clear, the patient then remaining free of sycosis. Chronic 
localized furunculosis responded slowly but definitely 
to the ointment. Leg ulcers of various kinds in 9 patients 
were treated with daily applications of the ointment under 
a layer of “cellophane’’; response was very good. 
Dermatitis herpetiformis was unaffected by topical 
treatment and, although in cases of chronic epidermo- 
phytosis, the secondary pyoderma cleared up, the under- 
lying tinea did not respond to treatment with the 
ointment. E. Lipman Cohen 


1123. Petroleum Distillates in Dermatologic Therapy 

F. C. Compes and M. RESCHKE. Archives of Derma- 
tology and Syphilology [Arch. Derm. Syph., Chicago] 61, 
475-480, March, 1950. 12 refs. 


1124. Psychosomatic Dermatology. (Essai de dermato- 
logie psycho-somatique) 

S. LAMBERGEON. Annales de Dermatologie et de Syphili- 
graphie [Ann. Derm. Syph., Paris] 10, 141-149, March— 
April, 1950. ; 


1125. Use of Tetraethylammonium for Certain Itching 
States 

T. CorNBLEET, D. P. MusGrave, S. BARSKY, and 
D. L. FUHRMAN. Archives of Dermatology and Syphilo- 
logy [Arch. Derm. Syph., Chicago] 61, 413-419, March, 
1950. 4 refs. 


Tetraethylammonium salts are administered by intra- 
venous or intramuscular injection. They are specific 
ganglionic blocking agents, capable of reducing systolic 
and diastolic blood pressure. Inhibition of gastro- 
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intestinal motility, loss of tone of the urinary bladder, 
dilatation of the pupil, loss of accommodation, dryness 
of the mouth, cessation of sweating, ptosis of upper 
eyelid, and increased vascularity in the extremities are 
amongst the effects produced by the drug. An account 
is given, with illustrative case histories, of treatment with 
tetraethylammonium salts of 38 patients with various 
dermatoses. Although in some cases the drug was 
effective in reducing pain and irritation, this effect was 
uncertain and it was “* of no direct aid in the resolution of 
any of the cutaneous diseases treated”’. The relation 
between the autonomic nervous system and the skin is 
discussed with reference to the action of tetraethyl- 
ammonium salts. J. E. M. Wigley 


1126. Sensitization to Polyethylene Glycols (Carbowaxes) 
M.J. Strauss. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 61, 420-425, March, 1950. 
9 refs. 


Two cases of sensitization to polyethylene glycol are 
described in detail, and the results are given of patch 
tests with various carbowaxes. The author suggests 
** that the degree of sensitization may vary directly with 
the molecular weight of these compounds.” 

J. E. M. Wigley 


1127. Coral Ulcer 
F. S. Preston. British Medical Journal [Brit. med. J.] 
1, 642-644, March 18, 1950. 10 refs. 


A report is given of 7 cases of ulceration of the limbs 
following lacerations from growing coral reefs. Injury 
was followed within 24 hours by pain, cellulitis, and 
lymphangitis, with a sero-purulent discharge from the 
wound. There was considerable disability, and the 
course of the disease tended to be prolonged by relapses. 
The life cycle and habits of the coral and its methods of 
reproduction and feeding are described, the adult polyp 
paralysing its prey by the injection. of silica-headed darts 
which release a: toxic fluid. This fluid probably plays 
some part in the causation of coral ulcers by contamina- 
tion of lacerations due to contact with the calcareous 
skeleton of the coral, and small fragments of coral may 
also penetrate the skin. The resultant ulcers are often 
deep and may require excision and treatment with anti- 
biotics. The literature is briefly reviewed. 

John T. Ingram 


1128. Pseudo-tuberculoma Silicoticum. A Form of 
Cutaneous “ Sarcoid ”’ 

J. SOMMERVILLE and J. A. MILNE. British Journal of 
Dermatology and Syphilis (Brit. J. Derm. Syph.] 62, 
105-108, March, 1950. 7 figs., 11 refs. 


A man, aged 53, suffered abrasions of the forehead, 
left side of nose, and left elbow when he had a cycle 
accident 32 years before the beginning of his present 
disorder. For 3 years he had an induration in the region 
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of his right eyebrow. Its edges were raised, rolled, and 
shiny, and it was diagnosed tentatively as a rodent ulcer 
and treated with x rays. A similar lesion then appeared 
on the left side of the forehead. Biopsy was performed 
and the histological appearance was diagnostically 
inconclusive. There was also a brown atrophic patch 
overlying a nodule over the left elbow. One year later 
he had: (1) an x-ray scar at the right eyebrow; (2) on 
the left side of the forehead, a brown lesion whose lower 
edge was raised and firm; (3) at the right temple, two 
light brown slightly depressed areas; (4) on the left side 
of the nose, a slightly scaly brown depression; (5) over 
the tip of the left elbow, a hard, raised, discoid swelling 
with a purple centre and apple-jelly nodules at the 
periphery. The histological appearance resembled that 
of sarcoid, but there were doubly refractile crystalline 
particles in relation to the giant cells. The tissue con- 
tained no material opaque to x rays. Tubercle bacilli 
were not found. It is recommended that the name 
** nseudo-tuberculoma silicoticum *’, be retained for this 
condition. E. Lipman Cohen 


1129. Xeroderma Pigmentosum and ‘* Xerodermic 
Idiocy *. (Das Xeroderma pigmentosum und die 
** xerodermische Idiotie 

G. ELsAsser, O. FREUSBERG, and F. THEML. Archiv 
fiir Dermatologie und Syphilis [Arch. Derm. Syph., Wien] 
188, 651-655, 1950. 9 refs. 


It appears from the literature that in about one-seventh 
of all cases xeroderma pigmentosum is associated with 
infantilism or dwarfism. Ina few cases idiocy, endocrine 
hypofunction, and certain neurological changes are also 
found. Such a case is described in a boy of 16 with 
pituitary dwarfism, abnormal porphyrin metabolism, 
idiocy, xeroderma pigmentosum, and a benign fibro- 
matous growth of the left eye. The neurological picture 
was very similar to that of Friedreich’s ataxia. One 
brother was similarly affected. The authors believe that 
this condition is due to a developmental disturbance of 
the primitive neural canal involving the pituitary. A 
metabolic factor is apparently responsible for the 
photosensitization of the skin. G. W. Csonka 


1130. Naevus Sebaceus (Jadassohn) with Squamous Cell 
Epithelioma 

T. PARKIN. British Journal of Dermatology and Syphilis 
[Brit. J. Derm. Syph.] 62, 167-170, April, 1950. 5 figs., 
7 refs. 


1131. Facial Granulomas with LEosinophilia. Their 
Relation to Other Eosinophilic Granulomas of the Skin and 
to Reticulogranuloma 

J. H. Copane, C. L. StRAITH, and H. Pinkus. Archives 
of Dermatology and Syphilology [Arch. Derm. Syph., 
Chicago] 61, 442-454, March, 1950. 5 figs., 30 refs. 


After giving a brief review of the literature concerning 
eosinophilic granulomata, the authors describe in detail 
a case of granuloma of the face, resistant to treatment, 
in a man of 46. A very full account of the histological 
findings is given, which is illustrated by four photo- 
micrographs. ‘* The essential differences between these 
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lesions and cutaneous manifestations of benign reticulo- 
granuloma (so-called eosinophilic granuloma of bone) 
are pointed out. It is believed that the term ‘ eosinc- 
philic granuloma’ should be dropped because it lacks 
diagnostic meaning. A purely descriptive name * facial 
granulomas with eosinophilia’ is proposed, as long as 
the cause and definite relation of the condition to other 
dermatoses are not established.” J. E. M. Wigley 


1132. Trichosporosis (Piedra) in Malaya 

R. GREEN and D. S. MANKIKAR. Transactions of the 
Royal Society of Tropical Medicine and Hygiene (Trans. 
R. Soc. trop. Med. Hyg.| 43, 523-526, March, 1950. 
12 figs., 10 refs. 


Trichosporosis is a condition in which nodules consist- 
ing of fungal spore masses are found adhering to the hair 
shaft. The authors, working at the Institute for Medical 
Research, Kuala Lumpur, Malaya, refer to previous 
descriptions of the disease in Malaya and South-east 
Asia, in all of which it has been assumed that the causa- 
tive organism was a trichosporon. The specific nodules 
are hard, varying in colour from white or grey to black 
and in size up to a pinhead. On culture on Emerson’s 
agar a luxuriant growth of mycelium develops within 
5 days. Ifthe nodules are immersed in culture fluids (or 
in certain mucilaginous hair fixatives) a series of asci 
develop, each containing 8 ascopores. The spores 
measure 2-2 y to 8u across and the asci up to 30 yz in the 
long diameter. The authors consider that these morpho- 
logical and cultural characteristics differentiate the 
organism as a species of Piedraia for which they propose 
the name Piedraia malayi. They describe a case in a 
European who used a mucilaginous fixative on his hair. 
The infection was heavier in front and on the right side 
of the scalp where the hair was brushed most often. 
The condition was treated successfully by cutting out the 
affected hairs, discontinuing the fixative, washing the hair 
with a soap containing 1°% mercuric iodide, and applying 
a lotion containing 2% salicylic acid and 5% chlorbutol. 

William Hughes 


1133. Trachonychia. (Trachonychie) 

J. ALKiEWwICZ. Annales de Dermatologie et de Syphili- 
graphie [Ann. Derm. Syph., Paris] 10, 136-140, March- 
April, 1950. 4 figs., 2 refs. 


A clinical and histological description is given of 
3 cases in which nail changes of a type hitherto un- 
described were discovered. The clinical characteristics 
are that the nails are rough, opaque, covered with scales 
of various sizes, and without visible lunules; there is no 
inflammation of the periungual tissues, and some of the 
nails show koilonychia. The lesions are produced by an 
inflammatory process in the proximal part of the matrix 
from which the superficial layers of the nail are produced. 
Any irritant capable of producing inflammation might 
cause this disorder. In two cases chemical agents 
(potassium hydroxide and petrol) were involved, but in 
the third case no cause was found. James Marshall 


See also Section Physiology and Biochemistry, 
Abstract 895. 
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1134. A Disturbance of Sweat Secretion following the 
Treatment of Syphilis with Arsphenamine. (Uber eine 
Schweissekretionsst6rung nach Salvarsanbehandlung bei 
Lues) 

W. KurtH. Archiv fiir Dermatologie und Syphilis 
[Arch. Derm. Syph., Wien] 190, 25-49, 1950. 4 figs., 
bibliography. 


The case of a patient who developed anhidrosis and 
arsenical dermatitis during a course of treatment with 
arsphenamine for latent syphilis is described. The 
physiology and innervation of sweat glands are dis- 
cussed in detail. In this patient there developed almost 
total anhidrosis, though the histological sections of the 
sweat glands appeared normal. Later, localized areas 
of sweating on the face, hands, feet, and axillae were 
found—the areas in which pigmentation disorders after 
arsenical dermatitis are commonly found. A unique 
and unexplained feature was the disappearance of the 
dermatitis from the areas exposed to sunlight. There 
was also diminished and delayed reaction of the skin of 
the trunk to ultraviolet rays. It is thought that most of 
the phenomena described were due to a toxic effect of 
arsphenamine on the diencephalon, where a centre for 
sweat-regulation is situated. G. W. Csonka 


1135. Penicillin Therapy of the Syphilitic Pregnant 
Woman: its Practical Application to a Large Urban 
Obstetrical Service 

V. S. Wammock, O. M. CaRROZZINO, N. R. INGRAHAM, 
and N. E. Crain. American Journal of Obstetrics and 
Gynecology [Amer. J. Obstet. Gynec.] 59, 806-819, 
April, 1950. 7 refs. 


Of 5,596 non-syphilitic mothers attending the Phila- 
delphia General Hospital in the years 1945-8 there were 
born 4,902 normal infants (87-6%), the outcome of 
pregnancy in the remainder being a live birth with 
neonatal death in 170 cases (3-0%), stillbirth in 44 (0-8%), 
premature birth in 160 (2-:9%), and miscarriage in 320 
(5-7°%)—an unsatisfactory outcome in only 12-4%. Of 
7 persons with untreated symptomatic early syphilis 
the outcome was unsatisfactory in 42:9%, of 54 with 
untreated early latent syphilis the outcome was un- 
satisfactory in 70-4°% (a living syphilitic infant being born 
in no less than 31-4%), and of 14 with untreated late 
syphilis the outcome was unsatisfactory in 7-1%. 

Figures for syphilitic mothers receiving arsenic and 
bismuth before or during pregnancy are also given. Of 
17 mothers bearing 17 infants, and given inadequate 
treatment for early syphilis before and none during 
pregnancy, the outcome was satisfactory in only 10. 
Of 36 mothers bearing 37 infants, having received in- 
adequate treatment during pregnancy and none before, 
the outcome was unsatisfactory in 21-6°%; of 31 mothers 
having inadequate treatment before and again during 
pregnancy the outcome was unsatisfactory in 16:1%; 


Diseases 


of 81 mothers bearing 81 infants, receiving adequate 
treatment during pregnancy irrespective of previous 
treatment, the outcome was unsatisfactory in only 6:2%; 
while of 30 mothers bearing 32 infants, having had ade- 
quate treatment before and little or none during preg- 
nancy, the outcome was unsatisfactory in only 6-2%. 
Results in a further series of 245 pregnancies in which 
248 infants were born of mothers with early syphilis 
treated with 2-4 mega units of aqueous penicillin G over 
a period of 74 days, and of 93 pregnancies in which 
96 infants were born of mothers with late syphilis treated 
with the same amount of penicillin, are presented. Of 
181 infants born of 179 mothers with early syphilis, 
receiving penicillin during pregnancy, 171 (94-5%%) were 
normal; there were 3 syphilitic infants who survived, 
2 neonatal deaths, 2 stillbirths, 2 premature infants, and 
one miscarriage—an unsatisfactory outcome in only 
5-5%. Of 67 infants born of 66 mothers who were given 
no treatment during pregnancy, but who had had 
penicillin treatment before conception, there was an 
unsatisfactory outcome in only 6% (1 syphilitic infant, 
2 neonatal deaths, and one stillbirth). Among 90 
children born of 88 mothers with late syphilis given 
penicillin during pregnancy, there were only 2 neonatal 
deaths, the remainder being normal—an unsatisfactory 
outcome in only 2:2%, while in 5 pregnancies in mothers 
with late syphilis who had been given penicillin before 
conception there was one miscarriage and the outcome 
in the remainder was satisfactory. R. R. Willcox 


1136. Penicillin in the Treatment of Uncomplicated 
Gonorrhoea 

A. J. Kinc, F. R. Curtis, and C. S. Nico... Lancet 
[Lancet] 1, 701-703, April 15, 1950. 3 refs. 


The authors maintain that penicillin is no panacea for 
gonorrhoea, basing their assertion on the results of treat- 
ment of 1,788 male and 481 female patients, who were 
given 150,000 units of sodium penicillin in aqueous 
solution in 5 equal doses at intervals of 2 hours. The 
analysis of results here given is limited to 1,447 males and 
432 females. Of these, 94 men (6-4%) and 15 women 
(3-5%) are regarded as “* immediate failures *’ owing to 
persistence of the discharge or relapse within 2 weeks, or 
because of complications (epididymitis in 5, arthritis in 5, 
cowperitis in 2, salpingitis in 11, and bartholinitis in 
3 cases). The gonococcus was actually isolated in only 
25 cases in this group, and nearly all the cases of failure 
responded to further penicillin treatment. In 276 men 
(19-1%) a purulent urethritis developed within 2 weeks 
to 3 months of treatment, and gonococci were found in 
216. Likewise in a total of 56 women (13-4%) the gono- 
coccus reappeared within this time. Further sexual 
intercourse was admitted by 116 of the men and 27 of 
the women. The authors state that the likelihood 
of contracting gonorrhoea after a single intercourse 


293 


1e 
ir 
1g 
yl. 
li- 
1- 
of 
n- 
ics 
les 
no 
he 
an 
rix 
ed. 
ht 
nts 

in 
1 
ry, 

|_| 


294 VENEREAL DISEASES 


is not so high as to justify the conclusion that even 
those who admitted to further exposure had necessarily 
been reinfected [case histories of comparable cured 
patients are not given]. A third group in which 
treatment failed consisted of 270 males (18-6°%) who were 
free of symptoms but showed signs of residual infection 
in the prostate or seminal vesicles. Gonococci were 
found in 25 of these. In some of the female patients 
persistence of leucocytes in the cervical smear was 
observed but, as this type of failure is difficult to assess, the 
number of cases is not given. Of the males, 141 had had 
a previous urethral infection, and if these are excluded 
the total failure rate for male patients was 34-5%, com- 
pared with 44-2% if they are included. The total failure 
rate for the female patients was 16°4%. 

[At first sight it might appear that these results are 
appreciably worse than those obtained by other workers. 
Actually the gonococcus was found in only 266 (18-4%) 
of the male cases and in 71 (15-4%) of the female cases in 
which failure occurred. Failure in the remaining cases 
might be attributed to secondary infections or to a 
simultaneously acquired non-specific urethritis. Even 
the failures (17 to 19%) include all cases of reinfection 
within 3 months of treatment and follow the use 
of a relatively small dosage of penicillin.] 

R. R. Willcox 


1137. Streptomycin in Soft Sore. Observations on 
Clinical and Experimental Infections 

R. R. Wittcox. Lancet [Lancet] 1, 396-398, March 4, 
1950. 5 refs. 


It has been known for several years that Haemophilus 
ducreyi is sensitive to streptomycin. The author 
records the satisfactory therapeutic effect of the anti- 
biotic on 7 male African negroes who were suffering from 
chancroid. A total dose of 2 to 4:5 g. (0-5 or 1 g. daily 
for 4 to 9 days) was sufficient to heal the lesions within 
3 to 12 days. Relapse occurred in one patient, whose 
chancroid had healed after 3 daily injections of 0-5 g. 
of streptomycin. He returned 17 days later and the 
sores healed after a further course of 0-5 g. daily for 
4 days. Injection into volunteers of bubo fluid from 
persons treated with streptomycin provoked no reaction, 
nor did the injection of fluid from untreated donors into 
volunteers given 1-5 to 6 g. of streptomycin over 2 to 
5 days. This suggests that the drug is also prophylactic. 
Nevertheless, the author considers that the sulphon- 
amides are to be preferred in the treatment of chancroid 
as they are just as effective as streptomycin and do not 
mask a possible co-existing syphilitic infection. 

T. Anwyl- Davies 


1138. The Histopathology of |Lymphogranuloma 
Venereum 

E. B. SmitH and R. P. Custer. Journal of Urology {J. 
Urol.] 63, 546-563, March, 1950. 21 figs., 31 refs. 


This paper, illustrated by 21 excellent photomicro- 
graphs, is based on the examination of 558 surgical 
specimens (531 from lymph node lesions) and on two 
necropsies. Inclusion bodies were not demonstrated in 
any of this material although haematoxylin and eosin, 
Giemsa, and Noble staining techniques were employed. 


Of 156 persons Frei tested (112 with lymph-node lesions) 
130 gave a positive reaction; 28 complement-fixation 
tests with “‘ lygranum ” antigen performed on 29 persons 
with lymph-node lesions also gave positive results. 

Thirteen primary penile lesions were examined, twelve 
of which had ulcerated and one of which was a buboni- 
culus. The ulcers had a flat base of granulation tissue 
with a narrow border zone of necrosis and a neutrophil 
leucocyte reaction. The ulcer margins were usually 
undermined and the adjacent epithelium frequently 
showed a pseudo-epitheliomatous hyperplasia with a dense 
infiltration of plasmacytes and lymphocytes extending into 
the corium, and occasional areas of necrosis and a fibro- 
blastic pallisade. Tiny necrotic tuberculoid lesions with 
epithelioid cells, a few giant cells, and a marginal zone of 
plasmacytes were occasionally observed in the corium, 
while perivascular collars were noted at the periphery of 
the inflammatory areas. 

In the lymph nodes the first changes noted were a fdcal 
accumulation of neutrophil leucocytes in minute necrotic 
foci followed by lymphocytic hyperplasia and an influx 
of plasma cells. The small foci enlarged and coalesced 
to form a geographical pattern—the so-called “ stellate 
abscess ”’, which is typical of the disease. As the lesions 
aged a marginal zone of epithelioid cells and fibroblasts 
developed to form the so-called “suppurative granu- 
loma’’. In many cases suppurative lesions coalesced to 
form a sinus and ultimately a dense fibrous wall deve- 
loped, which sometimes became calcified. The neutro- 
phil leucocytes arrived early in the foci of necrosis but 
disappeared within a few weeks. Epithelioid cells 
multiplied slowly and persisted for several months yielding 
to acellular collagenous tissue. Plasmacytes appeared 
promptly and were conspicuous until the lesion was 
quiescent. The blood vessels showed a thickened intima 
with partial to complete obliteration. 

The microscopical appearances of the inflammatory 
reaction surrounding a stricture of the rectum were not 
pathognomonic although a typical suppurative granuloma 
was occasionally found in the rectal wall and plasmacytes 
invariably were conspicuous in the cellular exudate. Ina 
few cases there was granulomatous periproctitis with 
preservation of the rectal mucosa, but in most cases an 
extensive proctitis was present, in which the rectal 
mucosa was replaced by granulation tissue. Strictures 
usually consisted of non-epithelized scar tissue. 

The occasional association of chronic lympho- 
granuloma venereum with carcinoma is stressed. 

R. R. Willcox 


1139. Experimental Transfer of Chemoresistant Granu- 
loma Inguinale 

R. B. Drenst, R. B. GREENBLATT, and C. H. CHEN. 
American Journal of Syphilis, Gonorrhea and Venereal 
Diseases [Amer. J. Syph.] 34, 189-190, March, 1950. 


An account is given of the implantation of a piece of 
granuloma tissue excised from a case of streptomycin- 
resistant granuloma inguinale into the thigh of a healthy 
volunteer. A typical granulomatous ulcer containing 
numerous Donovan bodies developed in 44 days and 
proved resistant to treatment with two separate courses of 
streptomycin. V. E. Lloyd 
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Genito-urinary Disorders 


1140. Renal Dysplasia in a Family with Multiple Heredi- 
tary Abnormalities including Iliac Horns 

C. F. HAwkins. Lancet [Lancet] 1, 803-808, April 29, 
1950. 6 figs., 24 refs. 


The author describes a family in which there was an 
association of multiple hereditary abnormalities, renal 
lesions indistinguishable clinically from chronic nephritis, 
rudimentary fingernails and patellae, deformity of the 
elbow-joint, and the presence of bony horns on the ilia. 

G. M. Bull 


1141. The Kidney in relation to Protein Catabolism. 
Effects of Abstention from Food and Fluid after Sudden 
Loss of Renal Tissue 

E. C. Perstke. Archives of Internal Medicine [Arch. 
intern. Med.] 85, 299-304, Feb., 1950. 1 fig., 5 refs. 


When three-quarters of the total renal tissue of rats is 
excised the rate of increase in urea concentration in the 
serum is more than double that found in rats similarly 
treated but fed on glucose. The author speculates on 
whether the treatment of acute nephritis in man by 
starvation methods is therefore advisable and points out 
that, while urea in the serum is non-toxic, it is neverthe- 
less usual to find clinical improvement running parallel 
with a fall in the concentration of urea in the serum. 

Geoffrey McComas 


1142. Renal Hemodynamics in Heart Disease 

B. I. HELLER and W. E. JAcoBSON. American Heart 
Journal [Amer. Heart J.] 39, 188-204, Feb., 1950. 3 figs., 
15 refs. 


Renal haemodynamics and excretory function were 
studied in 26 male patients with non-hypertensive 
organic heart disease—S cases of rheumatic valvular 
disease without any evidence of cardiac failure, 12 with 
congestive failure at the time of admission, but no longer 
present at the time of the tests, and 13 with cardiac 
decompensation at the time of the investigation. The 
effective renal plasma flow and the maximal tubular 
excretory capacity were measured by the para-amino- 
hippurate clearance technique, and glomerular filtration 
tate by the clearance of mannitol. 

The effective renal plasma flow was found to be 
markedly reduced during congestive heart failure and also 
showed a significant decrease before the classical signs of 
failure occurred; with the restoration of compensation 
an increase was observed, but not to normal values. 
The glomerular filtration rate was normal in patients who 
never had congestive failure. During decompensation 
the glomerular filtratién rate was greatly reduced and did 
not materially increase when compensation was restored. 
In patients with congestive failure the reduction in renal 
plasma flow (down to 20 to 30% of normal) was dis- 
proportionately greater than that of the glomerular 
filtration rate (66 to 75°% of normal); this suggests a 
pronounced spasm of efferent arterioles, resulting in a 
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marked increase in effective intraglomerular pressure. 
The tubular excretory capacity for p-aminohippurate was 
reduced in the cases of decompensation, but normal in 
the others. Renal ischaemia is considered to be the 
most likely cause of this reduction. A. Schott 


1143. Treatment of Experimental Nephritis (Masugi 
Nephritis) and Anaphylactic Shock with ‘‘ Benadryl ”’ 
(Diphenhydramine). (Zur Behandlung der _ experi- 
mentellen Nephritis (Masugi-Nephritis) und des ana- 
phylaktischen Schockes mit Benadryl (8-Dimethyl- 
aminoathyl-benzhydrylather) 

R. Heintz and H. Losse. Zeitschrift fiir die Gesamte 
Experimentelle Medizin [Z. ges. exp. Med.] 115, 597-602, 
April 1, 1950. 10 refs. 


Rabbits were immunized against rat kidney tissue by 
repeated intraperitoneal injections of rat kidney extract. 
When the titre of the serum was sufficiently high, an 
amount of serum sufficient to cause glomerular changes 
was injected into 15 rats. Eight of these rats received 
10 mg. of “* benadryl ’’ daily per kg. body weight: the 
other 7 were kept as controls. There was no difference 
between the treated animals and the controls in respect of 
clinical course, albuminuria, haematuria, or blood 
pressure. 

In a further experiment rats were sensitized to rabbit 
serum and the effect of benadryl in preventing acute 
anaphylaxis on injecting a trigger dose was noted. The 
authors conclude [on rather scanty evidence] that the 
drug exerted a beneficial effect. 

[There is a lack of experimental and procedural detail 
throughout the paper.] W. H. Horner Andrews 


1144. Medical Aspects of Carcinoma of the Prostate 
with Secondary Deposits in Bone 

M. H. OetBaum. Lancet [Lancet] 1, 811-813, April 29, 
1950. 10 refs. 


The difficulty of differentiating carcinoma of the pros- 
tate from simple hypertrophy and the similarity between 
the radiological pictures of Paget’s disease and secondary 
carcinoma of the pelvis are discussed. In both Paget's 
disease and carcinoma of the prostate the serum acid 
phosphatase level may be raised, but the original observa- 
tion of Herbert that the acid phosphatase produced 
in Paget’s disease is alcohol non-labile, while that 
produced in carcinoma is alcohol labile was confirmed by 
the author in several cases and is thus shown to be of 
some diagnostic value. Leucoerythroblastic anaemia is 
found in cases with secondary bone deposits from 
carcinoma of the prostate. Six patients with carcinoma 
of the prostate with bony metastases are described. 
All had pain in the lumbar spine, and several had severe 
pain in both legs, with weakness and loss of weight. 
In all 6 stilboestrol therapy produced marked clinical 
and biochemical improvement. G. S. Crockett 


Disorders of the Locomotor and Osseous Systems 


1145. Chronic Indurative (Cervical Myalgic) Headache 
R. W. Stevens. Archives of Otolaryngology [Arch. 
Otolaryng., Chicago] 51, 196-204, Feb., 1950. 17 refs. 


The author believes that the commonest kind of head- 
ache found in eye, throat, nose, and ear practice is caused 
by localized tender thickenings or nodules in the posterior 
cervical muscles or less frequently in the temporals, 
masseters, sternomastoids, or the frontal and orbicular 
muscles. Pain is due to sustained contraction of the 
muscles. According to the muscles affected the pain may 
be referred to the temporal or frontal regions or the 
orbit, less often to the ear, and very rarely to the temporal 
or masseter muscles, with trismus or pain in the throat 
on swallowing. After long-continued attacks the pain 
may become generalized over the whole head. Apart 
from sinus infections or middle ear inflammation the 
condition must be differentiated from the vascular 
headaches—migraine or histamine headache—or Costen’s 
syndrome. 

The headache is usually non-pulsating, which helps to 
distinguish it from the vascular group. Often, when the 
pain is worst, the patient is most comfortable sitting up 
and supporting the head with his hands. Of all 
headaches [?except for those due to intracranial lesions] 
these are the most sustained. Usually the headache is 
worse in the morning and gets better during the day as the 
patient moves about, but if the patient’s occupation 
demands a fixed position of the head (drivers, proof- 
readers) it increases during the day. As with all head- 
aches it may be made worse by mental strain. Cold 
draughts are a common cause of increased pain. The 
majority of cases occur in early and middle adult life, but 
the condition is found in children, and with increasing age 
there may be chronic hypertrophic arthritis of the 
cervical spine. 

Wolff and his co-workers have recorded the potentials 
of the head and neck muscles by electromyography 
while applying painful stimuli to nose and sinuses. They 
show that painful stimuli to anterior head structures do 
not cause referred pain to the back of the head, but that 
they do cause secondary contracture of the muscles 
which may persist and be a cause of pain after the 
stimulus has ceased. They also show that emotional 
tension is the commonest factor in production of sustained 
muscular headache. In such subjects minimal stimula- 
tion from any cranial structure can intensify already 
sustained muscular contracture and produce a moderately 
intense headache. They note too that pain from the soft 
tissues of the head spreads forward rather than 
backwards. 

Vigorous action potentials can be obtained from the 
tender nodules but not from non-tender muscles in 
relaxation, Localized pain and contracture can be 
produced by injecting 4 to 6% saline into the neck 
muscles; injecting procaine hydrochloride into the 
painful nodules or relaxing them by heat or massage 


may remove the pain. Histological investigation of the 
nodules reveals no_ significant structural change. 
Probably they are produced by localized spasm, and the 
pain is due to stimulation of the afferent nerve fibres in 
the arterial system of the nodule. The peculiar sus- 
ceptibility of the posterior muscles may be accounted 
for by the fact that they are postural muscles with a 
special constant tonus and a lower metabolic rate than 
other skeletal muscles. 

In two years the author saw 100 cases of headache 
associated with tender cervical muscles; in the same 
period he saw only 10 cases of severe migraine or 
histamine headache. Of the patients 35% came for 


’ eye examinations and 65% for nose or ear examination. 


He emphasizes the comparative rarity of sinusitis as a 
cause of headache. (Proetz puts the incidence at less 
than 5%). In about 20% of cases there was a history of 
some previous head injury. Simons and Wolff believe 
that, when arachnoid haemorrhage and_ subdural 
haematoma have been ruled out, the majority of post- 
traumatic headaches are due to sustained contracture 
of the head and neck muscles. 

Treatment is by physiotherapy, massage, neck-stretch- 
ing, and hot and cold showers—three minutes hot to 
half-a-minute cold—with a small nozzle spray of con- 
siderable force. ‘“* An unforeseen result of the physical 
therapy was the discovery of an unsuspected underlying 
nervous tension and anxiety in a high percentage of 
the patients. As the physical therapist gained the 
patients’ confidence they gradually revealed many 
causes of frustration, anxiety, insecurity, or habits not 
conducive to relaxation and rest ”’. 

Procaine hydrochloride was injected into the tender 
nodules in several cases and gave instant relief, but 
recurrence was usual and injections are not without 
danger. They should be used only for acute and early 
cases where prompt results are desired. 

Cases of apparent indurative headache should always 
be fully investigated for any other condition of the head 
which might cause a secondary myalgia before physio- 
therapy is used. 

In a discussion before the Chicago Laryngological and 
Otological Society (ibid., p. 294) Randolph spoke of 
food allergy as a cause of myalgia of the posterior cervical 
muscles. He found that sensations referred to the neck 
muscles were commonly noticed in allergic patients during 
the course of individual food tests for the specific diag- 
nosis of food allergy, and that such symptoms could be 
experimentally produced or relieved by administration 
or avoidance of specific allergenic foods.’ A few cases 
were observed in which similar symptoms could be 
produced by house dust. His personal experience of 
antihistaminic drugs was disappointing but, as he 
remarked, as an allergist he usually saw only the patients 
on whom antihistamines had been tried already and had 
failed. F. W. Watkyn-Thomas 
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1146. Therapeutic Action of a Vegetable Steroid 
(S.49-Neocortone) in Acute and Chronic Joint Rheuma- 
tism. (Sull’azione terapeutica di uno steroide vegetale 
(S.49-neocortone) nelle artropatie reumatiche acute e 
croniche) 

A. ALLEGRI. Minerva Medica [Minerva med., Torino] 41, 
246-249, Feb. 3, 1950. 


1147. Fluorosis with Report of an Advanced Case 
L. G. KiLBorn, T. S. OUTERBRIDGE, and H. P. LEI. 
Canadian Medical Association Journal [Canad. med. 
Ass. J.) 62, 135-141, Feb., 1950. 8 figs., 16 refs. 


An anthropological survey of Miao peasants living 
in Shih Men K’an in Kweichow Province of Southwest 
China revealed a very high incidence of “‘ arthritis *’ and 
joint ankylosis amongst the adult population of neigh- 
bouring villages. These changes proved typical of 
fluorosis and analysis of the water supplies showed 
concentrations of fluorine up to 6:28 parts per million. 
The villagers stated that the disease started at about 
10 years of age and in acute cases caused death at 
about 18. In chronic cases, however, the patient often 
lived, severely crippled, to the age of 50. The skeleton 
of one patient who died of a fractured cervical spine— 
from a trivial fall—was obtained and studied. All the 
bones were thickened, porous, and brittle. The inter- 
vertebral disks were ossified and the whole vertebral 
column was fused into one long bone. Analysis of the 
bones revealed a fluorine content nearly 20 times that of 
normal bones used as controls. C. Bruce Perry 
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1148. Steroid Therapy in Rheumatoid Arthritis 
G. D. KEerRsLey, L. MANDEL, and M. R. JEFFREY. Lancet 
[Lancet] 1, 703-708, April 15, 1950. 17 refs. 


An attempt was made to evaluate the usefulness of 
certain steroids in the treatment of active rheumatoid 
arthritis. Comparable groups of cases were treated with 
large doses of methyl testosterone, testosterone pro- 
pionate, ethinyl oestradiol, progesterone, deoxycortone 
acetate, and chorionic gonadotrophin, and with the 
same steroids combined with ascorbic acid given intra- 
venously or intramuscularly. 

The clinical results are described, and in view of the 
reported improvement in some of the patients the 
authors consider that further investigation is advisable. 
At the same time, however, they advise caution in the use 
of deoxycortone and ascorbic acid. D.P. Nicholson 


1149. Treatment of Rheumatoid Arthritis with Deoxy- 
cortone and Vitamin C 

J. P. Currie and G. WiLL. Lancet [Lancet] 1, 708-709, 
April 15, 1950. 9 refs. 


An investigation is described in which 17 patients 
suffering from rheumatoid arthritis were given deoxy- 
cortone acetate and ascorbic acid, according to the 
method of Lewin and Wassén (Lancet, 1949, 2, 993). 
Three patients noticed some subjective improvement, 
Which was not confirmed objectively. Two of these 


patients were subsequently given saline injections with a 
similar result. In view of the normal day-to-day varia- 
tions in the course of the disease, great care must be taken 
in assessing the results of treatment, and the authors are 
of the opinion that this latest method is of little or no 
value. D. P. Nicholson 


1150. Treatment of Rheumatoid Arthritis with a Total 
Adrenal Extract and with Deoxycortone. (Tratamiento 
de la artritis reumatoidea con un extracto suprarenal 
total y desoxicorticosterona) 

S. TARNOPOLSKY. Prensa Médica Argentina [Prensa 
méd. argent.| 37, 715-718, April 7, 1950. 16 refs. 


A short general account is given of the recent work on 
the treatment of rheumatoid arthritis with cortisone and 
pituitary adrenocorticotrophin. Of 12 cases of rheumatic 
arthritis treated by the author with a total adrenal extract, 
satisfactory results were obtained in 2 only and in 5 
the treatment was a complete failure. Subjective and 
objective improvement in varying degree was observed 
in the remainder. This improvement persisted for 
3 months after cessation of treatment in one case, in 
which the erythrocyte sedimentation rate was also 
reduced. Exacerbations of symptoms occurred in one 
case. Of 3 cases treated with deoxycortone, one was 
completely unaffected, while the condition of the other 
2 deteriorated. René Méndez 


1151. The Treatment of Chronic Polyarthritis with a 
Danish ACTH Preparation. (Behandling af chronisk 
polyarthritis med dansk ACTH-preparat) 

E. VERMEHREN and M. VERMEHREN. Ugeskrift for 
Leger (Ugeskr. Leg.] 112, 399-402, March 23, 1950. 


A 49-year-old man and a 59-year-old woman with 
rheumatoid arthritis were treated with adrenocortico- 
trophin obtained from pigs’ pituitaries. Characteristic 
effects were noted on the erythrocyte sedimentation rate, 
blood picture, and 17-ketosteroid excretion. The condi- 
tion in the man showed no improvement, and his 
associated cardiac condition deteriorated considerably 
(possibly on account of the retention of chloride). The 
condition in the woman underwent “ miraculous 
improvement ’’, this being associated with a fall in the 
eosinophil count and a fall in temperature to normal, 
but relapsed as soon as the treatment was discontinued. 

B. Nordin 


1152. Effects of Cortisone Acetate and Pituitary ACTH 
on Rheumatoid Arthritis, Rheumatic Fever and Certain 
Other Conditions. A Study in Clinical Physiology 

P. S. Hencu, E. C. KENDALL, C. H. SLocums, and 
H. F. Poiiey. Archives of Internal Medicine [Arch. 
intern. Med.] 85, 545-666, April, 1950. 23 figs., biblio- 
graphy. 

The authors of this long and important paper are the 
members of the team who described the original success- 
ful results of the use of cortisone and pituitary adreno- 
corticotrophic hormone (ACTH) in the treatment of 
rheumatoid arthritis (Proc. Mayo Clin., 1949, 24, 181). 
In this article they describe further experience with these 


\ 

1 
r 
r 
\. 
a 
e 
al 
t- 
re 
h- 
tO 
al 
1g 
of 
he 
ot 
ler 
ut 
rly 
ad 
ind 

of | 
cal 
ock 
ing 
ag- 

be 
ion 

be 
of 

he 
had 
1S 


298 DISORDERS OF THE LOCOMOTOR AND OSSEOUS SYSTEMS 


hormones, emphasizing, as they did in their previous 
communications, that these are to be regarded as studies 
in clinical physiology rather than in practical therapeutics. 

They start with a useful summary of their experimental 
work and lines of thought leading up to their first 
successful use of cortisone in 1948. Since then they have 
given cortisone to 21 patients with rheumatoid arthritis, 
and ACTH in 6 similar cases; all these cases are reported 
in detail. Eight patients with acute rheumatic fever and 
6 with severe lupus erythematosus were also treated, 
together with a few patients suffering with other disease 
processes. In the rheumatoid series 12 of the 21 patients 
reacted in “ very marked ”’ manner to cortisone ; in 8 the 
effect was marked ”’, and in only moderate’’. The 
drug was administered in some cases daily for periods up 
to 187 days in doses averaging 100 mg. daily. The 
clinical improvement followed the characteristic pattern 
previously described, while the effect of both hormones 
on the erythrocyte sedimentation rate was generally 
rapid. The haemoglobin value and erythrocyte count 
increased, while the blood protein patterns tended to 
become more nearly normal. A variety of metabolic 
and other biochemical effects were studied and in general 
_ bore a quantitative relation to the dosage of cortisone and 
ACTH and the duration of treatment. There seemed to 
be an initial retention and subsequent liberation of salt 
and water, together with a reduction in the serum 
potassium level. A negative nitrogen balance was 
sometimes provoked and when this was marked it 
appeared to be correlated with certain symptomatic 
side-effects. It is interesting to note that no impairment 
of carbohydrate tolerance was observed amongst the 
23 patients given cortisone or ACTH. Articular 
biopsies were performed in several cases and revealed a 
marked reduction of synovial inflammation after treat- 
ment with these hormones. On withdrawal, symptoms 
-and signs of arthritic activity returned quickly in most 
cases, but in a few a state of remission appeared to have 
been induced which lasted in 2 cases for 10 and 12 months 
respectively. 

The various side-effects met with are exhaustively 
studied, but the authors’ general conclusion is that these 
have been, to date, transient and reversible. The acute 
manifestations of rheumatic fever were generally 
abolished promptly by cortisone or ACTH. No 
evidence of the development of new cardiac lesions or 
increase in those previously present was observed within 
the following 8 to 10 months. It will, however, require 
more prolonged observation before the role of these 
hormones in the prevention and control of rheumatic 
carditis can definitely be evaluated. 

The authors conclude that the action of cortisone 
appears to be “ group-specific’? rather than disease- 
specific or non-specific, and outline their studies of its 
action in several non-rheumatic conditions. They 
suggest that cortisone may constitute one of the body’s 
chief defences against the action of stress agents on certain 
tissues. 

[This paper may be said to summarize our knowledge 
of the effect of these hormones to date, and it should be 
read in full by all who have an interest in this rapidly 
developing field of knowledge.] W. S. C. Copeman 


1153. Therapeutic Efficacy of A °-Pregnenolone in 
Rheumatoid Arthritis. Preliminary Observations 

H. FREEMAN, G. Pincus, C. W. JOHNSON, S. BACHRACH, 
G. E. McCase, and H. MacGipin. Journal of the 
American Medical Association [J. Amer. med. Ass.] 142, 
1124-1128, April 15, 1950. 14 refs. 


The therapeutic results to be obtained in rheumatoid 
arthritis with cortisone and pituitary adrenocorticotrophic 
hormone (ACTH) have naturally suggested the pos- 
sibility that other steroid substances might yield similar 
results. Theoretically, A.°-pregnenolone might prove to 
be effective in view of the probability that it is a pre- 


‘cursor of more active steroid hormones, of its effect in 


decreasing fatigue, of its reported sparing action on the 
suprarenal cortex, and of its lack of toxicity. It is also 
said to be equally effective by mouth and by the parenteral 
route. 

The authors have treated 30 patients with rheumatoid 
arthritis of varying degrees of severity with pregnenolone 
or pregnenolone acetate by mouth in doses averaging 
500 mg. daily for periods of about 6 weeks. They report 
that 15 of the patients experienced striking relief, 11 
showed a mild degree of improvement, and the condition 
of 4 patients remained unaltered. In 16 patients in whom 
treatment was discontinued, improvement was main- 
tained at the end of 6 weeks’ observation. No toxic 
effects of any sort were noted in this series. 

W. S.C. Copeman 


1154. Effects of Delta 5 Pregnenolone in Rheumatoid 
Arthritis 

R. Davipson, P. Koets, W. G. SNow, and L. G. GasriEL- 
son. Archives of Internal Medicine [Arch. intern. Med.} 
85, 365-388, March, 1950. 6 figs., 19 refs. 


The authors claim, in this further paper on the relation 
of steroid metabolism to rheumatoid arthritis, that the 
synthetic steroid /°-pregnenolone, when administered 
in adequate dosage by intramuscular injection, will 
cause a remission in the course of rheumatoid arthritis, 
and that this remission can be maintained by means of a 
suitable scale of dosage. When the injections are 
stopped the activity of the disease will return within a 
few days. No toxic effects of any sort have been observed 
in patients given daily injections for periods up to 
4 months. 

It is claimed that although pregnenolone takes much 
longer to become effective than does cortisone or pituitary 
adrenocorticotrophic hormone, its lack of toxicity and 
low cost of manufacture are determining factors in favour 
of its use. High dosage is essential, the average effective 
daily dose being in the neighbourhood of 200 mg. Once 
symptomatic improvement has become manifest, 100 mg. 
daily will generally prove sufficient to maintain it. It is 
stated that a new substance which permits of the employ- 
ment of still larger dosage without toxicity symptoms is at 
present under test. Full reports on 13 cases are 
appended. 

[The confusion of ankylosing spondylitis with 
rheumatoid arthritis (“‘ rheumatoid spondylitis ’’) which 
is so usual in American papers somewhat vitiates the 
value of this paper. In spite of the title, it seems that it is 
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principally for the treatment of ankylosing spondylitis 
that the authors recommend the use of this steroid, 
although they report favourable results in both 
conditions. ] W. S. C. Copeman 


1155. Amyloidosis in Rheumatoid Arthritis 
G. H. JENNINGS. British Medical Journal (Brit. med. J.} 
1, 753-756, April 1, 1950. 4 figs., 24 refs. 


About 30 cases of rheumatoid arthritis complicated 
by amyloid disease have been reported in the literature 
and the author describes 2 further cases. The first 
patient, a woman of 23, had suffered from chronic 
rheumatoid deformity of the limbs for 44 years when she 
was found to have hepatomegaly and splenomegaly, and 
liver biopsy showed the presence of amyloid disease. 
Her plasma protein concentration was 7:5 g. per 100 ml. 
and the thymol-turbidity test was negative; there was 
marked proteinuria. With treatment the joint condition 
improved, but the liver and spleen were unchanged. 
The second patient was a man of 65 who had had 
rheumatoid changes for 4 years and was admitted because 
of haematemesis. He died of uraemia and necropsy 
revealed hepatomegaly due to amyloid disease although 
the spleen showed no such change. The kidneys were 
sclerotic, probably following amyloid infiltration. 

In “ rheumatoid amyloidosis ’’ the kidneys are first 
affected, then the liver and spleen, death occurring from 
uraemia in many cases. The author describes the 
theories of causation, mentioning vaccine therapy as a 
possibility. The amyloidosis is of the secondary type, 
the protein being deposited in connective tissue. 
Albuminuria in a case of rheumatoid arthritis should 
raise a suspicion of amyloid change. Oedema is not 
always present. The Congo red test is only of value in 
secondary amyloidosis. If the primary cause can be 
removed then the prognosis is reasonably good. 

Paul B. Woolley 


1156. Therapeutic Value of Copper Salts in Rheumatoid 
Arthritis 

J. Forestier, A. CERTONCINY, and F. JACQUELINE. 
Stanford Medical Bulletin [Stanford med. Bull.] 8, 12-13, 
Feb., 1950. 6 refs. 


A beneficial response of rheumatoid arthritis, especially 
of recent origin, to the administration of copper salts is 
reported. Copper salts were found to be less toxic than 
gold salts. Copper salts may be given with safety to 
patients who cannot tolerate gold. Copper salts appear 
to be an adjuvant to, rather than a substitute for, gold 
salts.—[Authors’ summary.] 


1157. The Effect of Contrast Baths on the Peripheral 
Circulation in Patients with Rheumatoid Arthritis 

J. P. ENGEL, K. G. WAkKiM, D. J. Erickson, and F. H. 
Krusen. Archives of Physical Medicine [Arch. phys. 
Med.) 31, 135-144, March, 1950. 31 refs. 


In this investigation by a team from the Mayo Clinic 


an attempt was made to demonstrate an effect upon the 


peripheral circulation, body temperature, and heart rate 
of contrast baths. The empirical use of hydrotherapy 


throughout the centuries for improvement of peripheral 
circulation in cases of rheumatoid arthritis, in which 
disorders of the circulation are common, had stimulated _ 
this investigation. 

A review of previous publications is included. 
Observations were made of the blood flow by means of 
the venous-occlusion plethysmograph with a com- 
pensating spirometer recorder. In the upper limb the 
plethysmograph included hand, forearm, and elbow up 
to two inches (5 cm.) above the elecranon; in the lower 
limb the apparatus extended up to one inch below the 
tibial tuberosity. Sixty observations were made upon 
51 patients with rheumatoid arthritis divided into three 
groups, and the results are set out in full in various tables. 

The authors summarize their findings thus. ‘ Patients 
of group 1 were given contrast baths to the forearms 
including the hands; group 2 to the legs including the 
feet, and group 3 to both forearms and legs simul- 
taneously. Contrast baths were given at temperatures 
of 110° and 60° F. (43-3° and 15-6° C.) beginning with an 
initial period of ten minutes’ immersion in the hot water, 
alternating in the cold and hot water every one and 
four minutes respectively and ending with the hot water, 
making altogether a total of thirty minutes. This 
procedure produced a maximal average increase in 
peripheral blood flow of 95 per cent. in the upper 
extremities when these alone were treated, 62 per cent. — 
in the lower extremities when these alone were treated, 
and 100 and 70 per cent, respectively, in the forearms 
and legs when all four extremities were treated simul- 
taneously. Forty-five minutes after the contrast bath to 
four extremities simultaneously there was still an average 
increase in blood flow of 63 per cent. in the forearms and 
55 per cent. in the legs. An average increase of 0-3° to 
0-5° C. in oral temperature was observed as a result of 
contrast baths to the extremities.” The heart rate 
increased in most cases: in group 1 by an average of 
10 beats per minute, in group 2 by 9 beats per minute, 
and in group 3 by 15 beats per minute. 

Harry Coke 


1158. The Urinary Excretion of 17-Ketosteroids in 
Rheumatoid Arthritis in Male Patients. (L’excrétion 
urinaire des 17 cétostéroides dans la_ polyarthrite 
déformante progressive de l’homme) 

H. Serre and J. Mirouze. Revue du Rhumatisme [Reyv. 
Rhum.] 17, 93-95, March, 1950. 5 refs. 


1159. The Urinary Excretion of 17-Ketosteroids in 
Ankylosing Spondylitis. (L’élimination urinaire des 17 
cétostéroides dans la spondylarthrite ankylosante) 
H. Serre and J. Mirouze. Revue du Rheumatisme 
[Rev. Rhum.] 17, 95-98, March, 1950. 6 refs. 


1160. Effects of Reichstein’s Compound S, Pregnene- 
triolone Acetate, and 17-alpha Hydroxyprogesterone in 
Rheumatoid Arthritis 

L. L. Terry and F. LoNpon. Proceedings of the Society 
for Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N. Y.] 73, 251-252, Feb., 1950. 3 refs. 


299 

| 
t 
d 
n 
e 
d 
S, 

a 
re 

a 
to 
sh 
ry 
id 
ur 
ve 
ce 
ig. 

is 
y- 

at 
ire 
ith 
ich 
t is 


Neurology 


1161. New Orientations in Epilepsy 
D. Wivuiams. British Medical Journal [Brit. med. J.] 
1, 685-692, March 25, 1950. 26 refs. 


The author considers that new knowledge, derived 
mainly from the association of the electroencephalograph 
with clinical neurology, from the advance of neurosurgery, 
and from the introduction of new anti-convulsant drugs, 
permits a re-evaluation of the present views concerning 
epilepsy. He discusses various, largely electrical, 
schemes of classification of fits and goes on to suggest 
that there may well be two opposing factors, the interplay 
of which determines the pattern of the disease. These 
are an inherent constitutional tendency to have fits and 
an opposing factor which prevents, limits, or slows down 
the spread of the epileptic attack. In addition, there may 
be the irritant, local or general, which initiates the attack 
in the susceptible subject. 

The existence of the classic ‘* epileptic temperament ”’ 
is denied, but abnormal behaviour may be associated 
with epilepsy (1) during, following, or replacing the fit; 
(2) because of a common causal disease; (3) as the 
result of treatment; or (4) because of neurosis brought 
on by the anxieties of the disease. 

In therapy the greater specificity of effect of the new 
drugs—of hydantoinates on the tonic-clonic attack, and 
of tridione on petit mal—emphasizes the need for exact 
diagnosis, and indicates that the various drugs differ 
in their mode of action. W. A. Cobb 


1162. Results of Spinal Pyramidotomy in the Treatment 
of the Parkinsonian Syndrome . 

T. J. PUTNAM and E. Herz. Archives of Neurology and 
Psychiatry [Arch. Neurol. Psychiat., Chicago] 63, 357- 
366, March, 1950. 13 refs. 


After pointing out that although medical treatment 
should first be applied to cases of the Parkinsonian 
syndrome the likelihood of its failure is high, the 
authors advocate the use of spinal pyramidotomy as one 
means of alleviating some of the symptoms of the 
condition. (A description of their technique was given 
in a previous paper and is not repeated here.) A review 
is given of a series of 22 patients followed up for at least 
12 months after operation, including an allusion to 
5 cases in which both lateral and posterior columns were 
sectioned. The cases treated were: 6 of post-enceph- 
alitic, 14 of idiopathic, and 2 diagnosed as “ juvenile 
idiopathic ’’ Parkinsonism. Of these, 4 had unilateral 
rigidity with bilateral tremor, 13 had tremor and rigidity 
bilaterally (but more pronounced on one side), and 5 had 
unilateral tremor. All cases had previously been treated 
unsuccessfully with drugs of the belladonna group. 

The results of operation are classified as “* immediate ”’ 
and “late”. The immediate’ effect was to abolish 
tremor in 20 out of the 22 cases and to decrease it in the 
remaining 2. There was complete paralysis in 11 cases 
and ‘‘ some impairment’ of motor power in all. The 


“‘ late’ results showed an absence of visible tremor in 
7, the longest period of observation being 53 months; 
8 patients still had tremor but were improved, and in 7 the 
operation was recorded as a failure. Rigidity was in no 
way affected: an interesting point was the recovery from 
the initial paresis, for after 12 months power was excellent 
in 13 of the cases and only in 5 was there any considerable 
reduction. There were no fatalities and, from the neuro- 
physiological point of view, it is interesting to notice 
that 12 of the patients had partial pyramidal signs only, 
and only 7 had “ pathological toe response’’. It is 
stated that there was no demonstrable clinical abnormality 
in the long tracts in 2 cases. The authors conclude that 
their operation is successful, but is essentially a sympto- 
matic treatment for tremor. They mention that they have 
carried out bilateral pyramidotomy in several cases, with 
promising results. L. A. Liversedge 


1163. Thymectomy in the Treatment of Myasthenia 
Gravis. Results in Seventy-Two Cases Compared with 
One Hundred and Forty-Two Control Cases 

L. M. Eaton and O. T. CiaGcetr. Journal of the 
American Medical Association [J. Amer. med. Ass.] 142, 
963-967, April 1, 1950. 2 figs., 12 refs. 


The results of treatment by thymectomy in 72 cases of 
myasthenia gravis are compared with those in 142 not so 
treated; all patients were followed up for at least one 
year and some for as long as 8 years. A tumour of the 
thymus was found at operation in half of the cases in the 
former group, one-third of them being invasive and 
13-3% inoperable. Complete remissions were obtained 
in approximately equal proportions of surgical and 
control patients (6-9 and 7-7% respectively), but the 
proportion considerably or moderately improved was 
43% in the former group, compared with 20-5% in the 
latter. As the groups were not strictly comparable as to 
age, severity, and duration of symptoms, it was decided 
to compare results in comparable groups of selected cases 
(62 surgical, 56 control). Great improvement occurred 
in 35-5% of the patients subjected to thymectomy and in 
28:5% of the controls—a difference of no significance 
statistically. Length of treatment with neostigmine did 
not appear to influence results. 

The authors therefore no longer advise thymectomy in 
myasthenia except where an apparently operable 
thymoma can be demonstrated by x rays (on the grounds 
of its potential malignancy) or where the patient’s 
condition is so good that the operative risk is slight. 


"Operative mortality in the authors’ series was 8-3%. 


Geoffrey Flavell 


1164. Progress in the Clinical Use of 3-(Ortho-toloxy)-1 
2-propanediol (Mephenesin) in Neurologic Disorders 
D. S. Bickers, G. A. COHN, and M. B. RHEINBERGER. 
New England Journal of Medicine [New Engl. J. Med.] 
242, 502-507, March 30, 1950. 43 refs. 
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1165. Brain Wave Patterns during Hypnosis, Hypnotic 
Sleep and Normal Sleep 

W. BARKER and S. BuRGWIN. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat., Chicago] 62, 
412-420, Oct., 1949. 3 figs., 10 refs. 


Brain wave patterns have been studied during hypnosis. 
The “‘ trance ’’ state and suggestibility for reactions other 
than sleep can be established without significant alteration 
in the brain wave pattern. This suggestibility is 
associated with sleep and typical brain wave sleep 
patterns only if it is directed toward reduction of 
organism-environment integration. Sleep, indistinguish- 
able electroencephalographically from normal sleep in 
various stages, may be produced by hypnosis. Hypnosis 
and sleep are special forms of organism-environment 
integration characterized by reduction of the integrative 
activity of the central nervous system.—[Authors’ 
summary. ] 


1166. Metrazol Activation of Seizure Discharges in 
Epileptics with Normal Routine Electroencephalograms 

J. K. Merits, G. F. HENRIKSEN, and C. GROSSMAN. 
Electroencephalography and Clinical Neurophysiology 
[Electroencephal. and clin. Neurophysiol.) 2, 17-22, 
Feb., 1950. 3 figs., 7 refs. 


A disconcerting feature of the electroencephalographic 
study of epilepsy has been that only in something less than 
30° of cases are abnormalities found which can be 
regarded as at all specific. The use of intravenous 
“ metrazol ’’ (leptazol) is now fairly well established as 
a means of increasing the percentage and this paper 
provides some evidence of the specificity of the test. 
No “seizure discharges’’ were observed in 38 non- 
epileptic controls, whereas such discharges were seen in 
47%, of 57 male patients with clinical epilepsy, each of 
whom had had at least two previous routine electro- 
encephalograms taken, in which no abnormality had 
been found. : W. A. Cobb 


1167. Studies of Heredity and Electroencephalo- 
graphy in Enuresis. (Arvelighedsundersogelse og electro- 
encephalografi ved enuresis) 

H. C. HetsporG. Ugeskrift for Leger (Ugeskr. Leg.] 
112, 256-258, Feb. 23, 1950. 5 refs. 


The author studied the cases of 26 children suffering 
from enuresis, their ages ranging from 4 to 14. Two of 
them had both epilepsy and troublesome enuresis, one 
had postural fainting attacks, and three were mentally 
backward. 
enuresis discovered. Psychogenic factors were probably 
important in 20 of the cases. Six patients had a family 
history of epilepsy, while 19 had a family history of 
enuresis, both parents having been incontinent in 
six instances. The electroencephalogram was studied in 
all the patients and 35 parents. Nine children had 
dysrhythmia, though none showed a wave-and-spike 
pattern. Five of the parents had a dysrhythmia; one was 
epileptic, one had enuresis, and three had siblings who 
Suffered from enuresis. Four records were obtained, 
from 2 patients, at the moment of bed-wetting: the 


In only one was an organic cause for the : 


patients became slightly restless, and the rhythm changed 
from 2 to 3 to 6 to 8 per second just before the bladder 
was emptied, and remained at this frequency for some 
time afterwards. This finding was not in accord with 
the theory that enuresis occurs during unusually deep 
sleep, or that it accompanies nocturnal minor attacks. 
The patients most resistant to treatment were those with 
a family history of enuresis and those with dysrhythmia. 
The author considers that there is insufficient evidence to 
correlate enuresis with epilepsy, but that the frequent 
association of the two conditions points to a constitu- 
tional factor in enuresis. J. Foley 


1168. The Identity of Spreading Depression and ‘ Sup- 
pression 

N. SLOAN and H. Jasper. Electroencephalography and 
Clinical Neurophysiology [Electroencephal. and _ clin. 
Neurophysiol.| 2, 59-78, Feb., 1950. 8 figs., 47 refs. 


Hines, Dusser de Barenne and McCulloch, and others 
have described certain “‘ suppressor areas ”’ of the brain, 
stimulation of which resulted in reduction of cortical 
electrical activity in adjacent areas and a corresponding 
decrease in motor responses. This effect was believed 
to be cortico-subcortical in its mode of spread. On the 
other hand, Ledo has described the phenomenon of 
“spreading depression’? which may result from the 
mechanical, electrical, or chemical stimulation of any 
area and is believed to be cortico-cortical in its spread. 

The present authors discuss the alleged similarities 
and differences in the two states and describe carefully 
controlled experiments on cats and monkeys. They 
demonstrate that the two conditions are identical and 
that spreading depression can be produced from any 
area of the brain, but under conditions not as yet 
identified. The spread is cortico-cortical and requires 
only contiguity, not neuronal continuity. 

The theory of the existence of the suppressor areas has 
been widely accepted and the concept has been invoked to 
explain many physiological and neurological problems. 
This paper is consequently of the greatest importance, 
indicating as it does that suppression (or depression) is 
a property, not of restricted areas of the brain, but (under 
suitable conditions) of all areas. W. A. Cobb 


1169. Hereditary Ataxia. Clinical Study through Six 
Generations 

J. W. Scuut. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 63, 535-568, April, 
1950. 45 refs. | 


A study is presented of a family consisting of 342 
members in six generations, all of whom were descendants 
of a common ancestor, and of whom 45 were known to 
have been affected by hereditary ataxia. Three clinical 
forms of the disease occurred amongst the members of 
the family, one or possibly two of whom had a fairly 
characteristic Friedreich’s ataxia, while two had a spastic 
paraparesis with little in the nature of cerebellar or sen- 
sory involvement. The clinical picture in the remaining 
affected members is described as of hereditary cerebellar 
ataxia, which occurred in two main forms. In one group 
there were cerebellar inco-ordination, normal or 
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diminished reflexes, disturbances of deep sensibility, 
minimal signs of pyramidal-tract involvement, and in 
some cases optic atrophy. In the second group there 
was cerebellar disturbance with signs of pyramidal-tract 
involvement and, in the later stages, evidence of posterior- 
column dysfunction. The disease was transmitted as a 
dominant character and there was evidence of “‘ anticipa- 
tion”’’ in its development in successive generations. 
The clinical picture indicated that as the disease pro- 
gressed it spread to involve other elements of the nervous 
system. J. W. Aldren Turner 


1170. A Case of Periarteritis Nodosa of the Central 
Nervous System 

M. E. Mackay, T. McLarpy, and C. Harris. Journal 
of Mental Science [J. ment. Sci.] 96, 470-475, April, 1950. 
3 figs., 15 refs. : 


The case is described of a man who, at 51, developed 
signs of a right-sided brain-stem lesion. The illness ran 
a course of 3 years during which the neurological signs 
varied, though neither they nor the laboratory findings 
gave any clue to the causative pathological process. 
During the last stages of the illness confusional symp- 
toms developed which improved after a 2-month course of 
pyrotherapy with T.A.B. vaccine. When injections of 
vaccine ceased to produce fever, treatment was changed 
to bi-weekly injections of _neoarsphenamine. After 
3 weeks rapid physical and mental deterioration set in, 
convulsive attacks developed, and the patient died in 
coma 5 months later. At necropsy small nodules, 
visible to the naked eye, were found on several medium- 
sized arteries, especially the anterior spinal artery, and 
histological examination showed necrotic changes in the 
small arteries, especially those at the base of the brain and 
round the spinal cord. There was corresponding soften- 
ing in the substance of the brain and cord. 

A diagnosis of periarteritis nodosa was made and the 
authors discuss theories of the pathology of this condi- 
tion, which is now thought to be a non-specific ana- 
phylactic reaction to a variety of antigens. They 
mention two other cases reported in the literature, in 
each of which “* the onset seemed clearly attributable to 
the exhibition of antisyphilitic arsenical drugs’. It 
was not known whether any such treatment had been 
given in the case described before the onset of the 
disease, but the administration of arsenic 18 months 
later certainly appeared to have accelerated the patient’s 
deterioration. J. P. Dewsbury 


1171. Effects of Inanition on the Central Nervous 
System. An Experimental Study on the Guinea Pig 

C. N. Liu and W. F. WinDLE. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat., Chicago] 63, 
918-927, June, 1950. 2 figs., 22 refs. 


1172. Histamine Therapy in Acute Ischemia of the Brain 
A. R. FURMANSKI. Archives of Neurology and Psychiatry 


[Arch. Neurol. Psychiat., Chicago] 63, 415-424, March, 
1950. 8 refs. 


After admitting the difficulty in evaluating therapy 
owing to the spontaneous improvement to be expected 


improvement. 
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in certain cases of cerebral ischaemia due to thrombosis, 
embolism, and vascular insufficiency, the author affirms 
that any type of therapy which is consistently followed by 
improvement may be regarded as being useful. He 
points out technical difficulties in the use of heparin and 
dicoumarol, and in injection of the sympathetic ganglia 
in cases of vascular spasm. These difficulties he con- 
trasts with the simplicity of administration of histamine, 
It has been seen that widespread dilatation of the arteries 
and capillaries of the brain and skin can be produced by 
giving histamine phosphate as a slow intravenous 
infusion. As much as 10 to 20 mg. may be introduced 
over a period of one hour and as little as 00006 mg. per 
minute will produce a good effect. The author points 
out that one must differentiate between haemorrhagic and 
ischaemic lesions and gives a differential diagnostic plan 
for this. When the decision that the lesion is ischaemic 
has been made, he advises the administration of 2-75 mg. 
of histamine diphosphate in 500 ml. of normal saline or 
glucose-saline intravenously over a period of 2 hours once 
or twice daily for 4 to 21 days. To this he usually adds 
the oral administration of 50 to 100 mg. of nicotinic acid 
4 times daily. The histamine should not be given to 
asthematic patients. The results obtained in 26 cases 
after a follow-up of 2 to 12 months were: 1 death due to 
uraemia; 20 patients improved in all affected fields to 
the extent that partial function had returned; 3 patients 
improved insome fields; 2 patients apparently unchanged. 
The author expresses the opinion that most cases of 
cerebral thrombosis are really instances of cerebral 
ischaemia due to vascular insufficiency in regions supplied 
by sclerotic, but patent, arteries. His results contrast 
with those in two other recorded series, in which up to 
86% of patients with verified thrombosis had died within 
2 months. In a third series quoted 24% of the patients 
died within 4 weeks and half of those living showed no 
Five illustrative case reports are included 
showing the results in cases affecting various cerebellar 
and cerebral arteries. L. A. Liversedge 


1173. Subdural Haematomata and Effusions Following 
Birth Injury. (Hématomes et épanchements  sous- 
duraux par trauma obstétrical) 

I. J. JACKSON and A. WERNER. Helvetica Paediatrica 
Acta [Helv. paediat., Acta] 5, 59-75, March, 1950. 
4 figs., 23 refs. 


The authors report various cases of subdural 
haematomata due to birth injury and describe their 
symptomatology. They classify them into acute and 
chronic cases. The former usually have a fracture of the 
skull with stiffness of the limbs, unilateral or generalized 
convulsions, anomalies of the pupils, and paralysis of the 
eye muscles. The fontanelles are distended without 
hydrocephalus. In cases of fracture an immediate 
operation is indicated; otherwise the diagnosis of 
subdural haematoma is verified by puncture of the 
fontanelle. The haematoma is very often bilateral. 

In chronic cases symptoms are delayed; there are a 
rapid increase in the size head of the head (hydrocepha- 
lus), frequent epileptic fits, signs of malnutrition, and 
abnormal neurological signs. The diagnosis depends 
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on the finding of liquid either by puncture or by tre- 
phining. Treatment consists of removal of the fluid and 
the membrane which prevents the brain from extending 
normally. Besides surgical treatment it is important to 
pay attention to maintaining the calorie and fluid intake. 
Franz Heimann 


1174. Thrombosis, Thrombophlebitis, and Thrombo- 
angiitis in Cerebral Vessels... (Tromboser, trombo- 
flebiter og trombendangiter i sinus og corticale kar) 

H. Hertz. Nordisk Medicine [Nord. Med.) 5, 207-211, 
Feb. 3, 1950. 2 figs., 30 refs. 


The author reviews the latest literature on thrombosis 
and thrombophlebitis of the cortical veins and sinuses, 
cortical thrombo-angiitis obliterans, and non-suppurative 
encephalitis and then analyses some old case histories to 
show that modern knowledge and methods would have 
enabled a more accurate diagnosis to be reached in many 
cases of hemiplegia and cerebral tumour. He suggests 
10 pathological investigations which might be performed 
on patients with suspected cerebral thrombophlebitis or 
thrombosis and advocates treatment with anticoagulants 
combined with antibiotics. B. Nordin 


1175. Relation of Migraine to Cerebral Aneurysm 

K. FRANKEL. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 63, 195-204, Feb., 
1950. 19 refs. 


From proven cases of intracranial aneurysm treated 
at the Jefferson Medical College of Philadelphia, the 
author has chosen 3 in which periodic headaches 
preceded the diagnosis of aneurysm by many years. He 
does not include cases of ophthalmoplegic migraine. 
Of the 3 cases, the headaches in 2 could definitely be 
regarded as typically migrainous, in the third less 
certainly. It was apparent that the headaches in these 
patients had been of 3 types: the initial periodic head- 
ache recurring over a period of years; a headache of 
greater severity and duration, sometimes sudden in onset 
and possibly causing pain in a different site; and a third 
type of severe and persistent pain associated with 
oculomotor palsies. The second type might precede the 
third by several months. 

‘In cases of this type, certain questions must be con- 
sidered: Is the migraine the initial symptom of an 
aneurysm which was in existence at the time of the first 
attack? Do the two coexist as related structural and 
functional vascular disorders? Or does the migraine of 
itself precipitate aneurysm formation? Careful survey 
of the literature revealed opinions favouring each 
possibility, but the author considers that, in his cases at 
least, the vascular component of the migraine attacks 
might well have contributed to aneurysm formation or to 
an increase in size of an existing aneurysm. Arterio- 
sclerosis and a varying degree of hypertension were 
possible aggravating factors in 2 of the patients. Had 
the migraine been throughout due to intermittent dilata- 
tion of an aneurysm there would surely have been oculo- 
motor palsies at an earlier date. [Also, an aneurysm 
would presumably be passively distended during the 
vasoconstrictor stage of migraine, subsiding again as 


vasodilatation and headache ensued.] The author 
emphasizes the need for recognizing a change in 
intensity, frequency, or site of headache in cases of 
migraine, since an aneurysm diagnosed at that stage 
could be more safely dealt with than when massive 
dilatation or rupture had occurred. 

[The case histories of the 3 patients are given, but in 
rather too little detail for correlation with the author’s 
comments on aetiology. His review is, however, 
stimulating. D. P. Jones 


1176. Cerebral Blood Flow in Vascular Disease of the 
Brain, with Observations on the Effects of Stellate 
Ganglion Block 

P. SCHEINBERG. American Journal of Medicine [Amer. 
J. Med.] 8, 139-147, Feb., 1950. 14 refs. 


The cerebral blood flow was studied in 23 patients with 
vascular disease (1 had repeated cerebral emboli from 
mitral stenosis and all the others had hypertension). 
The technique of Kety and Schmidt with a nitrogen, 
nitrous-oxide, and oxygen mixture was used. Cerebral 
metabolism was studied by determining the glucose 
content of arterial and venous blood samples. Cerebral 
utilization of oxygen and glucose and cerebrovascular 
resistance were calculated by formulae in a manner 
described in detail. Some of the patients were abnormal 
mentally as shown by disorientation, stupor, or coma, and 
this group is considered separately. 

In the mentally normal patients the cerebral blood 
flow was significantly decreased, as was the arterio-venous 
oxygen difference. Normal figures were obtained for 
cerebral oxygen utilization, cerebral arterio-venous 
glucose difference, and cerebral glucose utilization. 
Cerebrovascular resistance was increased. In patients 
with abnormal mental states there was an even greater 
decrease in cerebral blood flow. The arterio-venous 
oxygen difference was decreased to an extent similar to 
that in the other group. The arterio-venous glucose 
difference was normal. The cerebral oxygen utilization 
was less than normal. The cerebral glucose utilization 
was also less than normal. The cerebral vascular 
resistance was increased, even to a greater extent than 
in the hypertensive group of patients without mental 
symptoms. 

Stellate ganglion block was performed in 19 cases and 
the cerebral blood flow studied before and after the 
injection. There were 6 normal young people; the others 
had hypertension and some had had a recent cerebral 
thrombosis. In all cases the stellate ganglion block 
produced no change in any of the values mentioned 
above. 

The author comments on and critically analyses these 
findings. He points out that since by the Kety method 
cerebral blood flow per minute per unit weight of brain is 
measured, theoretically normal values should be obtained 
even if considerable portions of the brain were function- 
less, provided the disease affected brain cells and not 
vessels. He concludes that, in the hypertensive group 
without mental disturbance, the reduction in cerebral 
blood flow is the result of diffuse vascular disease and not 
of hypertension per se. Moreover, a further series of 
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experiments has shown that there is no relation between 
age and cerebral blood flow. Hypertension with mental 
symptoms represents a later stage in the disease and the 
findings indicate a fall in the cerebral oxygen and glucose 
consumption. The decrease in cerebral metabolism is 
related to the inability of the brain cells to extract more 
oxygen and glucose per unit of blood rather than to the 
low blood flow itself, and is probably mainly due to the 
greatly increased resistance offered to the flow of blood 
by the diseased vessels. The failure of stellate block to 
produce any rise in cerebral blood flow indicates that the 
increased resistance is not due to increased tone mediated 
by the sympathetic. The author quotes various experi- 
mental work which adds further weight to the view that 
the sympathetic has no direct control over the cerebral 
circulation. 

[The interested reader unfamiliar with the work of 
Kety and Schmidt would be well advised to read this 
article in the original.] M. H. Pappworth 


1177. Diencephalon Syndrome combined with Hyper- 
tension in an Encephalitic Condition. (Hypertoniaval 
jaro diencephalon syndroma encephalitises allapotban) 
L. BaRTA. Orvosi Hetilap (Orv. Hetil.] 10, 313-314, 
March 4, 1950. 9 refs. 


The author reports a case of Page’s syndrome, a 
condition similar to Feer’s disease [pink disease], in 
which there were vasomotor instability, hypertension, 
an erythematous rash with scaling of palms and soles, 
and mental lability. The patient was a boy of 8 years. 
The urine was normal, the fasting blood sugar concentra- 
tion was raised (138 mg. per 100 ml.) but the glucose 
tolerance curve was rather flat and after the injection of 
0-6 ml. of adrenaline the blood sugar level fell to 90 mg. 
per 100 ml. Blood cholesterol concentration was 
260 mg. per 100 ml. and the cerebrospinal fluid showed 
an increase of protein with absence of cells (dissociation 
albumino-cytologique). The patient recovered com- 
pletely within 6 months, when all the findings, except the 
blood cholesterol content, which remained slightly raised 
(220 mg. per 100 ml.), had become normal. The condi- 
tion, which is usually classified as a vegetative neurosis, 
is assumed to have been due to an encephalitis localized 
in the diencephalon and caused by a neurotropic virus. 

Vilma Samet 


1178. Metastatic Brain Abscess 

E. M. Gates, J. W. KERNOHAN, and W. McK. Cralia. 
Medicine |Medicine, Baltimore] 29, 71-98, Feb., 1950. 
Bibliography. 


The 104 cases of metastatic brain abscess verified by 
post-mortem examination at the Mayo Clinic between 
1915 and 1945 were analysed and divided into four 
clinical groups according to their aetiology. In the first 
group the infection originated in pleuro-pulmonary 
disease, which accounted for 40% of the 104 cases. The 
second group, comprising 29% of the total number, 
consisted of cases in which the primary infection was in 
the abdomen, pelvis, skin, or bones (excluding the bones 
of the skull). In the third group, a cardiac congenital 
lesion or bacterial endocarditis was responsible for the 


original infection (17% of cases), and in the fourth group 
(13% of the total) no primary focus of infection could 
be found. 

The commonest presenting symptom in this series was 
headache, which occurred in 34°%% of cases. Psychiatric 
symptoms were next in order of frequency. Less 
common presenting symptoms were paralyses (15°,), 
convulsions (13%), vomiting (10%), and aphasia (4°,). 
The low incidence of papilloedema was rather surprising. 
This sign was found in only 22 out of 63 cases in which the 
fundus was examined. The average duration of life 
after the onset of neurological symptoms was 38-6 days. 
Histologically some evidence of encapsulation could be 
found in many abscesses as early as 6 days after the onset 
of symptoms, while in the majority of cases microscopical 
evidence of encapsulation was apparent after 14 days. 
However, the surrounding brain tissue showed, the 
histological characteristics of gross infection at some 
distance from the encapsulated abscess, no matter how 
well formed the capsule appeared to be. 

Ruby O. Stern 


1179. Chemical Structure of Substances Effective in 
Treatment of Parkinsonism 

D. S. Gair and J. Ducey. Archives of Internal Medicine 
[Arch. intern. Med.] 85, 284-298, Feb., 1950. 7 figs., 
29 refs. 


This study, from the Harvard Medical School and 
Boston City Hospital, was designed to determine the 
chemical configuration present in certain antihistaminic 
drugs which is essential for palliation of symptoms in 
Parkinsonism. 

In clinical trials 10 compounds were used: 5 ethanol- 
amines, including benadryl hydrochloride’ and 
““decapryn succinate”; 3 ethylenediamines pyri- 
benzamine hydrochloride histadyl hydrochloride ”’, 
and “ antistin hydrochloride’); 1 phenylpropylamine, 
and a phenindamine. A total of 62 patients were 
observed over 8 months, 32 having paralysis agitans, 
29 post-encephalitic Parkinsonism, and | arteriosclerotic 
Parkinsonism. The drugs were given orally, in divided 
doses three to four times a day, in amounts varying from 
150 to 300 mg. per day according to the drug. 

Benadryl (diphenhydramine) was effective in 64°, of its 
trials and 2 drugs not previously reported (“ trimeton ” 
or 1-phenyl-1-[2-pyridyl]-3-dimethylaminopropane, and 
benzyl]-pyridine succinate) were effective palliatives in 
60 4 and 51%, while the remaining 7 were relatively 
ineffective. The structural similarities are discussed at 
length and a skeleton formula for an effective substance 


is proposed: 


‘ xX 
Ring. | ZA 3 
Ring~ H, 


The results show that, even with optimal medication, 
a definite residue of obvious disease remains and, 
although Parkinsonism “can be modified by chemical 
agents, present knowledge is insufficient to allow 
delineation of the mechanisms”. Malcolm Woodbine 


os errs 


. paralyses lasted for years. 
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1180. Neuritis of the Glossopharyngeal, Vagus, and 
Accessory Nerves Following Inflammatory Disease of the 
Tonsils. (Glossopharyngeus-Vagus-Akzessorius Neuri- 
tiden nach entziindlichen Erkrankungen der Gaumen- 
mandeln) 

H. ROSENHAGEN. Deutsche Medizinische Wochenschrift 
[Ditsch. med. Wschr.] 75, 414-416, March 31, 1950. 


A series of 4 cases of neuritis of the 9th, 10th, and 
11th cranial nerves occurring with tonsillitis is reported, 
and the differential diagnosis is discussed. The resultant 
P. W. Nathan 


1181. Physical Medicine Management of Facial Nerve 
Paralysis 

C. D. SHietps and E. M. Situ. Military Surgeon 
[Mil. Surg.] 106, 122-124, Feb., 1950. 1 fig., 6 refs. 


Facial-nerve paralysis is a common lesion both in time 
of peace and of war and may be due to trauma, to 
infection, or to a central lesion. Bell’s palsy is a well- 
known condition the aetiology of which is ill understood. 
The authors discuss, under seven headings, the physical 
measures which are of value in treatment. 

Support of the affected muscles by means of adhesive 
strapping is essential to prevent over-stretching. Pain 
along the course of the nerve is relieved by the application 
of short-wave diathermy. The involved muscles should 
be exercised by means of a suitable electric stimulator 
for at least 20 minutes daily. The use of the constant- 
current impulse stimulator is useful in establishing a 
diagnosis, for prognosis, and as a means of assessing 
progress. As soon as voluntary contraction of the 
muscles returns, graduated exercises should be instituted 
and the patient instructed to restrain the unaffected 
muscles manually to prevent over-stretching of the 
paralysed muscles. In long-standing cases, massage 
helps to relieve muscle spasm and contracture. - 

M. H. L. Desmarais 


See also Section Radiology, Abstract 947. 


1182. Topographic Distribution of Plaques in the Spinal 
Cord in Multiple Sclerosis 

T. Foc. Archives of Neurology and Psychiatry [Arch. 
Neurol. Psychiat., Chicago] 63, 382-414, March, 1950. 
13 figs., 24 refs. 


The author embarks on the difficult task of elucidating, 
by histological means, the relation between venous 
territories in the spinal cord and the site of formation of 
plaques of disseminated sclerosis. He begins with an 
account of arterial and venous distribution in the spinal 
cord [which is, unhappily, not too well illustrated]. He 
then proceeds to describe the topographic distribution of 
plaques in 8 cases. Sections were prepared from paraffin- 
embedded blocks, with Mallory’s connective-tissue stain 
and the Holzer technique for glial fibres. 

The analysis of the venous drainage hinges on the 
previous work of Suh and Alexander. The author 
believes that plaques surround spinal veins coursing 
vertically within the spinal white matter and that the 
plaques reach their greatest diameter when the veins unite 
and turn radially at right angles to their longitudinal 


M—xX 


axis. At levels at which the changes reach their 
maximum, vessels were seen radiating to the surface of 
the cord. He states also that the earliest plaques are 
seen at the venous union formed by fusion of ascending 
and descending branches into the short, wide, radial veins. 
The plaques tend to occur most in the areas in which the 
venous drainage is at its poorest, that is to say, centrally 
in the posterior columns and dorsally or centrally in the 
lateral columns. 

[There is a good deal of painstaking work in this paper 
and it is not possible to do it full justice in a brief abstract. 
One is tempted, however, to wish that some photo- 
micrographs had been included, and also to doubt the 
apparent facility with which rather irregular plaques at 
all stages of development (as illustrated in diagrams only) 
are re-analysed and thus made to conform to the venous 
pattern. It is also difficult to grasp at once the implica- 
tions behind the numerous diagrams, particularly as there 
is no legend to indicate the meaning of the various types 
of shading.] L. A. Liversedge 


1183. The Rehabilitation Treatment of Multiple Sclerosis 
and its Rationale 

R. CAILuietT. Occupational Therapy and Rehabilitation 
[Occup. Therap.] 29, 1-10, Feb., 1950. 14 refs. 


Since July, 1946, the author has treated 287 cases of 
disseminated sclerosis; this review deals with 200 con- 
secutive cases. 

In this series the age of onset was not unusual; the 
duration was in 25% of cases 2 to 5 years, in 40% between 
6 and 10 years, and in 18% 11 to 15 years. It was found 
that 50% of patients had some disability within the 
first 5 years and 37% within 2 years. The course of the 
illness was recorded as progressive or stationary; in 
38% it was considered progressive, in 32% stationary for 
a period of 5 years or longer, and in 30% insidious in 
the sense that disability was slightly increased subjectively 
or objectively over periods of 5 or more years, but the 
additional disability was slight. In this latter group there 
was evidence that the disease was becoming stationary 
and the impression was gained that much of the “ in- 
sidious progress ’’ was due to disuse and not to progress 
of the disease. 

In discussing the difficulties of rehabilitation the author 
emphasizes the problems presented by the associated 
disturbances of more than one neurological system. 
He comments on the frequent aggravation of symptoms 
by acute emotional upsets and by falls. The most 
beneficial type of rehabilitation was found to be intensive 
muscle re-education of the active-resistance type. 
Evaluation of his results after observation for 18 months 
to 4 years showed that 66% made practical improvement 
considered by the patient and staff to justify the time 
taken to achieve it, even though the average duration of 
treatment was 3 to 6 months and in some cases 12 months. 
No case was considered to be adversely affected by treat- 
ment. 

[This paper illustrates, among other things, the growing 
appreciation of the number of cases of disseminated 
sclerosis which reach a stationary phase, and that time 
taken in rehabilitation of these cases is well spent.] 

N. S. Alcock 
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1184. A Tentative Classification of Psychological Factors 
in the Etiology of Skin Diseases 

R. BRANDT. Journal of Investigative Dermatology 
[J. invest. Derm.] 14, 81-90, Feb., 1950. 


The author proposes the following classification, which 
is illustrated by case histories, of the various types of 
mechanism producing psychogenic skin diseases: (1) 
Non-specific mental elicitation, a typical example of 
which is seen in some cases of herpes simplex. (2) Sen- 
sory neurosis, as in “‘ nervous pruritus”. (3) Damage 
to the skin by action of the patient as a result of sensory 
or other neurosis—for example, washing eczema in a 
compulsion neurosis. (4) Involvement of skin as a 
result of psychogenic lesions in another organ. Erup- 
tions in psychogenic cases of ulcerative colitis may be 
due to toxins absorbed from the ulcerated intestine. (5) 
Pathological increase of the inherent psychosomatic re- 
actions of the skin, as in “ nervous ”’ hyperhidrosis of the 
hands. (6) Production of skin disease through inherent 
psychosomatic reactions—for example, recrudescence 
of dermatophytosis of toes resulting from psychogenic 
hyperhidrosis. (7) Utilization of a non-psychogenic skin 
disease by mental forces, as in certain cases of herpes 
simplex, where recurrence follows a specific mental 
stimulus. (8) Direct mental influence in the production 
of skin diseases, chiefly allergic, such as urticaria which 
frequently appears as a result of a specific emotional 
situation. (9) Symbolic production of skin lesions as a 
conversion phenomenon, of which the appearance of 
religious stigmata provides the most impressive example. 

James Marshall 


1185. Integration of Medical and Psychiatric Methods 
and Objectives on a Medical Service 

T. Lipz and S. FLeck. Psychosomatic Medicine [Psycho- 
som. Med.] 12, 103-107, March-April, 1950. 


This paper describes a method which has been 
worked out at the Johns Hopkins Hospital for applying 
psychiatric skill in the treatment of patients under the 
care of physicians. The aims of the method are to 
increase the effectiveness of medical treatment by 
utilizing psychiatric insights and techniques, to study the 
part played by emotions in the causation of disease, 
and to complement the education of students and 
hospital staff. 

It is now widely recognized that in many different 
conditions a study of the patient’s emotional life is 
essential to a full understanding of his illness. The 
physician without psychiatric training is, however, not 
adequately equipped to make such a study. In 1946 
a plan for co-operation between the departments of 
medicine and psychiatry was introduced. It has been 
found that there are few patients in the medical wards 
who cannot be benefited by help with their adjustment to 
circumstances. During the period of stay in hospital, 
no attempt is made to treat the patient primarily by 


psychotherapy, but the scope of routine medical treatment 
is widened by modification, where necessary, of the 
patient’s attitudes. Attention to personality difficulties 
may be, and often is, the critical factor in making medical 
treatment possible or effective. The services of social 
workers are available in the handling of patients’ 
problems and after their discharge patients are followed 
up where necessary, and kept under the supervision of the 
physician and the psychiatrist; further psychotherapy 
may then be given. 

There is no rigid adherence to a given technique, and 
the methods and aims of treatment are varied according 
to the patient and the situation. A major factor in 
treatment is the early establishment of a relationship of 
understanding and trust between the patient and the 
therapist. Projective tests are used as an aid in formula- 
tion of the psychodynamics of the illness. Besides being 
of considerable help to the patient, the methods also 
promote the development of a new and better orientation 
towards medicine on the part of students and physicians, 

Desmond O'Neill 


1186. Life Stress and Cardiovascular Disorders 
H. G. Wotrr. Circulation [Circulation] 1, 187-203, 
Feb., 1950. 18 refs. 


This article is the Henry Jackson lecture presented to 
the New England Heart Association in 1949. It is a 
diffuse “formulation” on the phenomenology” 
provoked by reaction of the organism to stress. The 
cardiovascular apparatus may show both hyperdynamic 
and hypodynamic responses, including alterations in the 
rate, rhythm, pulse, and magnitude of cardiac contraction, 
changes in the configuration of the heart’s action 
potential, and modification in the peripheral circulatory 
resistance, these changes varying either in the same 
direction, so as to augment one another, or independently 
and in different directions. Ventilation and _ renal 
function may also be dramatically modified. [Technical 
and factual details are scanty.] Paul Wood 


1187. Physical Symptoms During Pleasurable Emotional 
States 

I. STEVENSON. Psychosomatic Medicine [Psychosom. 
Med.] 12, 98-102, March-April, 1950. 13 refs. 


Although bodily symptoms are known to accompany 
states of anxiety, resentment, guilt, and depression, few 
observations have been made of the somatic changes 
during pleasurable emotions such as joy or happiness. 
The author reports the occurrence of physical symptoms 
in 13 patients as concomitants of elation and pleasurable 
excitement. Examples of such symptoms are: urinary 
frequency, diarrhoea, tachycardia, cardiac arrhythmia, 
muscular tension, urticaria, and flushing. The symptoms 
were noted to accompany unpleasant as well as pleasant 
emotions and almost always occurred after a wide swing 
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in mood such as relief from tension or lifting of depres- 
sion. The physiological disturbances may perhaps be 
regarded as “‘ rebound” phenomena. The possibility 
of unconscious emotional displacements, not disclosed 
by this investigation, cannot of course be excluded. 
Desmond O' Neill 


1188. Impotence 
S. L. Simpson. British Medical Journal [Brit. med. J.] 1, 
692-697, March 25, 1950. 27 refs. 


1189. Impotence from the Psychiatric Standpoint 
E. B. Strauss. British Medical Journal (Brit. J.) 
1, 697-699, March 25, 1950. 


1190. Life Situations, Emotions and Chronic Ulcerative 
Colitis 

W. J. Grace, S. WoLr, and H.G. Woxrr. Journal of the 
American Medical Association [J. Amer. med. Ass.] 142, 
1044-1048, April 8, 1950. 5 figs., 15 refs. 


1191. Brain Lesions in Schizophrenia. (K natoapxutex- 
TOHHKE 

A. D. ZuRABASHVILI. Hesponatonorua u [lcuxua- 
TpHA) 

[Nevropat. Psikhiat.] 19, No. 1, 26-31, Jan.—Feb., 1950. 
5 figs., 6 refs. 


Fifteen biopsy specimens obtained at leucotomy in 
cases of long-standing schizophrenia were studied 
histologically. All the specimens were of Brodmann’s 
area 8 or the transition zone from area 8 to area 9. 
Small foci of nerve cell loss or rarefaction were seen in 
layers II, Illa, IIIb, and to a lesser extent in IIIc. These 
foci were not uncommonly surrounded by a zone in which 
the nerve cells showed degenerative changes, chiefly 
with oedema. Short of the focal cell loss, described 
above, there were also milder lesions in the external 
layer complex, namely, layers IIIa, I[Ib, IIc, and II. 
The inner layer complex was much less involved. The 
changes consisted of the wrinkling and sclerosis of nerve 
cells together with pericellular and __peridendritic 
oedema. The protoplasmic and dendritic processes 
showed tortuosity, swelling, beading, and fusion of 
fibrils. Only the dendrites and protoplasmic processes 
were affected in some of the fields while the cell bodies 
remained intact, and these dendritic lesions were 
observed to progress in a retrograde fashion towards the 
cell body. In places where this occurred the synaptic 
formations, which were present in normal form and 
numbers round the intact part of the neurone, were 
conspicuously lacking round the affected dendrites. 
Early pericellular odema was associated with a shift of 
the synaptic structures away from the cell body. These 
synaptic structures themselves were coarser and more 
argentophilic than normal ones. 

The author thinks that the primary brunt of the lesions 
in schizophrenia falls on the axo-dendritic synaptic 
apparatus. His previous studies of the electroencephalo- 
graphic changes in schizophrenia had indicated a 
disturbance of co-ordination between the two hemi- 
spheres. Commissural fibres between homonymous 


and homotopical fields in the two hemispheres, which 
run in the corpus callosum, originate and end chiefly in 
layer III. It is therefore justifiable to conclude that the 
changes described above form the anatomical substratum 
for the electroencephalographic disturbances. It is also 
thought that there is a disturbance in the co-ordinating 
connexions between the frontal lobe and the anterior 
nuclei of the thalamus. L. Crome 


See also Section Endocrinology, Abstract 1114. 


1192. Neurocirculatory Asthenia (Anxiety Neurosis, 
Effort Syndrome, Neurasthenia). A Twenty Year Follow- 
up Study of One Hundred and Seventy-Three Patients 

E. O. P. D. Waite, E. W. Reep, and M. E. 
Couen. Journal of the American Medical Association 
[J. Amer. med. Ass.] 142, 878-888, March 25, 1950. 
59 refs. 


From the Massachusetts General Hospital, a report is 
given of a follow-up, after at least 20 years, of a number 
of private patients of one of the authors, who had con- 
sulted him originally with an anxiety neurosis which 
was producing symptoms referable to the cardiovascular 
system and in whom no evidence of any other disease 
had been found. These patients had been traced 
through a number of sources, including the wireless and 
daily press, and even with the aid of the police [in a 
manner which makes any follow-up survey in Great 
Britain seem tame]. The authors point out that this 
survey is of some interest, as neurocirculatory asthenia is 
probably present in 5% of the population. In all, 
171 out of the 173 patients were accounted for, and 18 of 
these had died. Of those who had died it was found that 
the mean age at the time of the first consultation was 
higher than the average of the whole sample. Of the 
remaining 153 patients, pertinent information was 
obtained from as many as 151, and 60 of these were 
examined. 

The patients when first seen had complained of 
nervousness, palpitation, and trembling. It was found 
that they did not show a high incidence of psycho- 
somatic disorders during the 20-year period. The 
patients had been treated with vitamins, thyroid, seda- 
tives, digitalis, reassurance, psychoanalysis, or nothing. 
It was shown that simple reassurance had probably 
produced as good results as prolonged psychotherapy. 
Neurocirculatory asthenia apparently does not interfere 
with marriage, raising a family, or earning a living, and 
does not lead to an unusual number of hospital admis- 
sions or any change in the usual causes of death as found 
in the general population. 

The most important point brought to light by this 
investigation is that this condition [sometimes called in 
Britain the effort syndrome] does not lead to an early 
death; in fact, in the group studied the mortality was 
lower than in a similar group of comparable age in the 
general population. [This does not take into account the 
fact that they were of the private-patient class.] In all, 
at the end of 20 years, 12% of the patients had recovered, 
35% had symptoms but no disability, 38°% had symptoms 
and a mild disability, and 15% had symptoms and a 
moderate or severe disability. G. S. Crockett 
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1193. Deoxycortone with Ascorbic Acid in Mental 
Disorder. Some Clinical and Laboratory Findings 

E. H. Cranswick and T. C. Hai. Lancet [Lancet] 
1, 540-543, March 25, 1950. 10 refs. 


Psychotic patients were treated by intramuscular 
injections of 2-5 to 10 mg. of deoxycortone, followed by 
intravenous injections of 1-0 g. of ascorbic acid. The 
general impression was that patients responded favour- 
ably if they had a history of illness of less than 12 months, 
and if there was not a large neurotic element in their 


condition. For example, 2 patients with schizophrenia / 


of less than a year’s duration showed euphoric reactions 
within 30 minutes of the injection, and had a good 
remission after three and four treatments respectively. 
Eleven cases of schizophrenia of longer standing did not 
react to the injections. Similar results were obtained in 
17 patients with depression and 4 patients with mania. 
In 3 cases of neurosis there was no response. It was 
noticed that patients who improved after electric convul- 
sion treatment also did well with injections of deoxy- 
cortone and ascorbic acid. 

The injections were followed by a fall in eosinophil 
count in the blood and by an increase in the uric-acid/ 
creatinine ratio in the urine. These changes suggest the 
possibility that the interaction between deoxycortone and 
ascorbic acid gives rise to the formation of a cortisone-like 
substance in the body. F. K. Taylor 


1194. Nicotinic Acid in the Treatment of Certain De- 
pressed States: A Preliminary Report 

A. C. WASHBURNE. Annals of Internal Medicine [Ann. 
intern. Med.] 32, 261-269, Feb., 1950. 16 refs. 


Inconclusive as have been the experiments on the 
relation of mental diseases to physiological changes, it 
seems desirable to continue the work because there does 
seem to be some correlation between physiological 
changes and variations in mental activity, though the 
exact nature of the correlation still eludes us. For 
instance, there is evidence that cerebral vascular varia- 
tions accompany certain depressive states and possibly 
have a causal relationship with them. It is known also 
that aplasia of the cardiovascular system and a con- 
siderable tendency to circulatory sluggishness are not 
infrequently found in schizophrenia. 

The present study concerns depressive states rather 
than schizophrenia, but it is suggested that there are 
certain similarities between the two conditions and that 
schizophrenia is analogous to malignant hypertension and 
depression to benign hypertension. Vasoconstrictors 
have proved useless in the treatment of schizophrenia, 
whereas the drugs which tend to improve the condition 
are all vasodilators. Nicotinic acid was therefore tried 
in the treatment of 29 patients manifesting various forms 
of depression. Inconclusive results were obtained or 
the patient was prevented by circumstances from 
concluding the trial in 14 cases, the remaining 15 patients 
being under observation for periods ranging from 
3 months to 4 years. The technique of administration, 
which was by the intravenous route in some cases, by 
mouth in others, and by both routes in others is 
described. In 14 out of the 15 patients subjective and 
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objective improvement followed the administration of 
nicotinic acid in conjunction with psychotherapy. The 
improvement took place rapidly, with an increased 
sense of well-being and abolition of the sense of blocking 
and depression. One patient of 45 with schizophrenia 
became worse, with the development of paranoid ideas 
and auditory hallucinations. The series is too small 
to allow definite conclusions to be drawn, but the results 
are considered sufficiently promising to warrant further 
trial of the method. R. G. Gordon 


1195. Treatment of Depression with Acroagonin. (Acro- 
agonin-behandling vid depressioner) 

G. GOTTFARB, E. LEHNERT, and S. WOHLFAHRT. Nor- 
disk Medicin [Nord. Med.] 43, 462-464, March 17, 1950. 
2 refs. 


Following the work of Cerletti, the authors gave 
acroagonin (an emulsion of the brain of pigs which 
have been given electric convulsions) to 13 male and 
13 female patients suffering from depressive states. 
Nine patients improved slightly, 1 deteriorated, and 
16 remained unchanged. Experiments were performed 
on mice to ascertain whether acroagonin would enhance 
the resistance of the central nervous system to tetanus 
toxin. It was found, however, that it potentiated the 
action of the toxin causing death within 24 hours, whereas 
emulsified normal pig’s brain protected the mice against 
the toxin. Controls given the same dose of toxin 
developed tetanus in 4 days. B. Nordin 


1196. Adrenal Cortical Responsivity of Psychotic 
Patients in Relation to Electroshock Treatments 

H. HOAGLAND, E. CALLAWAY, F. ELMADJIAN, and G. 
Pincus. Psychosomatic Medicine [Psychosom. Med.} 12, 
73-77, March-April, 1950. 3 figs., 16 refs. 


Enhanced activity of the adrenal cortex has been 
reported after electric-shock therapy (E.S.T.). In 
this study, comparisons of the degree of adrenal activa- 
tion in response to injection of 25 mg. of pituitary adreno- 
corticotrophic hormone (ACTH) and to subconvulsive 
electric shock were made in 9 schizophrenic patients. 
The following indices of adrenal cortical response were 
employed: changes in urinary content of 17-ketosteroids, 
inorganic phosphate, uric acid, potassium, sodium, and 
neutral reducing lipids, and changes in the number of 
circulating lymphocytes and eosinophils. 

From these indices it was shown that subconvulsive 
E.S.T. activates the adrenal cortex, and does so more 
effectively than giving 25 mg. of ACTH. A significant 
positive correlation was found between adrenal cortex 
response to injections of ACTH and the response 
to subsequent electric-shock therapy. The adrenal 
response to ACTH may thus be of prognostic value. 

Desmond Neill 


1197. A New Method of Treatment of Affective Psychoses 
and Psychoses with Depressive Features. (Intravenous 
Injection of Ether by the Drip Method). 
A. FERRARO, L. Roizin, P. CARONE, and N. E. STEIN. 
Journal of Nervous and Mental Disease [J. nerv. ment. 
Dis.) 111, 271-287, April, 1950. 13 refs. 


Infectious Diseases 


VIRUS INFECTIONS 


1198. The Use of Sympathetic Nerve Block in the 
Ambulatory Patient with Special Reference to its Use in 
Herpes Zoster 

L. M. Ferris and G. H. Martin. Annals of Internal 
Medicine [Ann, intern. Med.] 32, 257-260, Feb., 1950. 
5 refs. 


Herpes zoster was treated by regional sympathetic 
ganglion block with procaine in 22 cases. Fifteen of the 
patients were completely and permanently relieved of 
pain by one sympathetic block; 5 patients needed a 
second block, usually 2 days after the initial injection. 
Two patients were seen with post-herpetic neuralgia, one 
of whom was given relief by two injections of procaine. 
The other patient had severe neuralgia of the face, and 
two stellate-ganglion blocks at 24-hour intervals gave 
little relief. An intravenous injection of 400 mg. of 
tetraethylammonium chloride resulted in a prompt 
fall in blood pressure and permanent relief of the pain. 

Seven patients with Bell’s palsy were treated by stellate- 
ganglion block, 5 showing marked improvement with 
rapid recovery of the paralysis, while 2 showed no 
improvement despite repeated block. It is possible that 
stellate-ganglion block relieves vasospasm and, by pro- 
ducing hyperaemia, reduces the oedema of the facial nerve. 

Geoffrey McComas 


1199. Meningeal Reactions in Measles. (Les réactions 
méningées au cours de la rougeole) 

Y. BoquienN, D. HERvouET, and —. DUHAMEL. Presse 
Médicale [Pr. méd.] 58, 242-244, March 11, 1950. 


This is the report of a study of the effect of measles on 
the central nervous system. 

In any infectious disease the damage sustained is only 
partly manifested by clinical signs. By examining the 
cerebrospinal fluid, latent reactions in brain and meninges 
may be followed. In 75 out of 200 cases of measles 
admitted to Nantes Fever Hospital in the winter 1948-9 
during a widespread epidemic the cerebrospinal fluid 
was examined; 6 cases were complicated by meningo- 
encephalitis and meningitis. A lymphocytosis was found 
in 65 cases. In uncomplicated cases the reaction was 
limited to the period from the 6th to the 10th day after 
the appearance of the rash, with a peak on the 8th day. 
Incidence varied with age but the finding was practically 
constant in children under 5 years. The number of cells 
varied from 4 or 5 to 40 or 50 per c.mm. (up to 112 in 
complicated cases). In 2 cases there was a mixed 
cytosis (about 50% polymorphonuclear cells) for 24 hours; 
One case was uncomplicated and the other associated 
with meningitis. This reaction is compared with that 
found in benign lymphocytic meningitis. In complicated 
cases lymphocytosis persisted pari passu with clinical 
signs of involvement and was accompanied in 3 cases by. 
alteration in protein, sugar, and chloride levels. 


Haemorrhage, microscopic in one case and macroscopic 
in another, occurred without clinical signs. 

Four cases of severe encephalo-meningitis and two of 
meningitis are described in detail. All were in children, 
aged 14 to 10 years. Some salient features were: 
(1) Development of Parkinson’s syndrome in_ the 
4th week; this still persisted after 4 months. Antibiotics 
had been given early in this case (streptomycin and peni- 
cillin, then sulphonamides, and finally ‘* parpanit”’). 
(2) Cerebello-vestibular involvement with persisting 
nystagmus. (3) Involvement of centres in the 3rd 
ventricle with severe vasomotor reactions, which 
responded to intravenous procaine. (4) Hemiparesis of 
short duration. (5) Meningitis treated with strepto- 
mycin and penicillin with “‘no great result’. (6) 
Meningitis with severe bronchopneumonia, which 
improved under sulphonamide administration. Peni- 
cillin (400,000 units daily for 15 days) was later given. 
The authors remark that in 2 cases at least lumbar 
puncture appeared to reduce coma. All but the first 
patient recovered without sequelae. V. Reade 


1200. Use of Hyperimmune Antirabies Serum Concen- 
trates in Experimental Rabies 

H. KoprowskI, J. VAN DER SCHEER, and J. BLACK. 
American Journal of Medicine [Amer. J. Med.] 8, 412-420, 
April, 1950. 22 refs. 


Hyperimmune rabies antisera were produced in 
rabbits and sheep by repeated injection of the egg-adapted 
Fleury strain of rabies virus or of rabbit-brain fixed virus. 
The gamma-globulin fraction was separated and its 
volume adjusted to contain 7% of protein. A single dose 
of this antiserum given 24 hours after injection of rabies 
street virus into the masseter or leg muscles of Syrian 
hamsters exerted a well-marked protective effect. The 
amount of serum necessary to protect was roughly 
proportional to the amount of virus used to infect; some 
protective effect could be demonstrated even when 
serum was given 72 hours after infection. More serum 
was needed to protect if virus was given into the masseter 
than if it was injected into the leg muscles. 

By comparison, a course of 14 injections of phenolized 
rabies vaccine conferred no protection on infected 
hamsters, and did not improve the chances of those 
treated with antiserum. Similar experiments on guinea- 
pigs suggested that for the treatment of persons in whom 
the risk of development of rabies is moderate, a dose of 
0-5 ml. antiserum per kg. body weight is suitable. 
Practical experience in man would seem to indicate that 
serum treatment is valuable, and it is suggested that all 
persons exposed to rabies should be treated with serum, 
in conjunction with a shorter course of vaccine treatment. 

[It is clear that the authors have little faith in vaccine 
treatment of rabies, and are greatly worried by the 
neuroparalytic accidents attending the use of rabies 
vaccine. ] C. L. Oakley 
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1201. Zoster-like Eruptions Caused by the Virus of 
Herpes Simplex 

H. B. SLAvIN and J. J. FeErGuson. American Journal of 
Medicine [Amer. J. Med.] 8, 456-467, April, 1950. 
2 figs., 37 refs. 


One case of apparent herpes zoster of the trigeminal 
area, 3 of the trunk and limbs (distributed over $3, D12, 
and $3), and one of the finger (right middle) were studied. 
Material from the vesicles was used to inoculate the 
scarified cornea of a rabbit, and if keratitis developed 
washings were taken of the conjunctival sac for trans- 
mission of the virus to other rabbits or by intracerebral 
injection in mice. Rabbits which recovered from the 
inoculation procedures were shown to be immune to the 
HF strain of herpes simplex virus given intracerebrally 
4 to 6 weeks later. Serum taken from the patients during 
the acute phase of the infection had high titre neutralizing 
antibodies for herpes simplex virus. There is, therefore, 
evidence that herpes simplex virus may produce zoster- 
like eruptions in human beings. The authors refer to 
16 other cases of zoster-like disease, probably due to 
herpes simplex virus, which are fully described in the 
literature. Eruptions of this nature tend to be recurrent, 
and it is suggested that the virus remains latent in the 
Gasserian ganglia and certain of the sacral roots in the 
intervals between attacks. R. Hare 


1202. The Failure of Antihistaminic Drugs to Prevent or 
Cure the Common Cold and Undifferentiated Respiratory 
Diseases 

A. E. Fever, G. F. BADGER, R. G. Hopces, W. S. Jor- 
DAN, C. H. RAMMELKAMP, and J. H. DINGLE. New 
England Journal of Medicine [New Engl. J. Med.] 242, 
737-744, May 11, 1950. 13 refs. 


During a period of 2 months detailed observations 
were made on illness in 55 families, comprising 253 
persons. The investigation revealed an incidence of 
376 attacks of disorders of the respiratory tract, and 75% 
of these were common colds. Antihistaminic drugs were 
employed in the treatment of 87 cases in the series. 
The remaining cases were used as controls. It was found 
that the drugs failed to exert a beneficial effect, even when 
the dosage was adequate or when there was a possibility 
that the illness was allergic in origin. A similar con- 
clusion was reached on analysis of the cases of undif- 
ferentiated respiratory disease. 

A second investigation was concerned with experiments 
on 49 volunteers who were inoculated with the nasal 
secretions and washings obtained from a patient suffering 
from a severe common cold. Care was taken not to 
accept any volunteer with symptoms of chronic disease of 
the respiratory tract or with a history of a cold contracted 
during the fortnight immediately preceding the period of 
the investigation. Treatment consisted in the administra- 
tion of “* pyrrolazote ’’ (pyrathiazine hydrochloride) and 
** neohetramine ’’ (thonzylamine hydrochloride), and a 
placebo was employed as a control. The antihistaminic 
drugs were administered in doses of 50 mg., 4 times 
daily, before the inoculation and for a few days there- 
after. Despite this treatment, howevef, in no case was a 
cold prevented or cured; nor was there any favourable 


\ 


effect on the incubation period, the duration of symptoms, 
or the severity of the illness. Diarrhoea and drowsiness 
occurred as side-effects in a few instances, but the 
reactions appeared to be produced both by neohetramine 
and by the placebo. 

[This adverse report presents a contrast to various 
reports reviewed by the Council on Pharmacy and 
Chemistry of the American Medical Association (J. Amer, 
med. Ass., 1950, 142, 566.).] A, Garland 


1203. Coxsackie Viruses and Bornholm Disease 

G. M. Frinpiay and E. M. Howarp. British Medical 
Seonteat [Brit. med. J.) 1, 1233-1236, May 27, 1950, 
13 refs. 


Coxsackie virus causes disease in human beings fre- 
quently diagnosed as non-paralytic poliomyelitis. It is 
transmissible to suckling mice and hamsters, in which it 
produces paralysis after an incubation period of 48 hours 
or more. During investigations with this virus, a 
laboratory worker suffered from a febrile illness with 
pain over the ribs. A worker in another laboratory 
studying the virus suffered from similar symptoms. A 
volunteer who received 0-5 ml. of a 1 in 100 suspension 
of Coxsackie virus No. 2 also suffered from pain over the 
chest with a temperature of 99-2° F. (37-3° C.) after an 
incubation period of 46 hours. 

In view of the fact that these symptoms closely resemble 
those associated with Bornholm disease, convalescent 
sera from patients in outbreaks of the disease in Wensley- 
dale 1949, Barnes and Richmond 1949, Paddington 1949, 
and Aden 1946, were tested for complement-fixing 
antibodies to Coxsackie viruses | and 2. The antigen 
was prepared by grinding up with saline the carcases of 
mice (without skin, viscera, and brain) which were 
paralysed after inoculation with the virus. The sus- 
pensions were clarified by centrifugation at 3,000 r.p.m. 
Two minimum haemolytic doses of complement were 
employed in the tests. 

All the 20 sera from the above outbreaks fixed comple- 
ment at | in 5 and in one instance at | in 80 with Coxsackie 
virus 2 antigen, but not at all with Coxsackie virus 1. 
Of sera from 14 other cases (sporadic and not associated 
with epidemics) diagnosed as Bornholm disease, only 
two failed to fix complement in the presence of Coxsackie 
virus 2, none fixing in the presence of Coxsackie virus |. 
It is therefore probable that Coxsackie virus is widely 
distributed in Britain; it may be responsible for some 
cases of epidemic myalgia diagnosed as Bornholm 
disease. R. Hare 


POLIOMYELITIS 


1204. The Incidence of Paralysis occurring in London 
Children within Four Weeks after Immunisation 

D. H. GerFen. Medical Officer [Med. Offr] 83, 137-140, 
April 8, 1950. 

The notification during the same week of 2 cases of 
poliomyelitis in children of 10 months, both of whom 
had within the preceding 3 weeks been immunized with a 
combined pertussis and diphtheria vaccine, in the 
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Metropolitan Borough of St. Pancreas, led to an enquiry 
which showed that of all those children in the borough 
notified during the epidemic of 1949 as suffering from 
poliomyelitis 6 had been immunized within 22 days. 
Similar cases were occurring elsewhere. Of the 182 
London children under 5 years of age who had been 
notified as suffering from poliomyelitis during 1949 up 
to the end of September, 30 had been immunized within 
the 4 weeks of the onset of paralysis. In these the 
paralysis affected more particularly the limb into which 
the injection had been given. Of these children 21 had 
received the combined pertussis and diphtheria vaccine, 
8 alum-precipitated toxoid alone, and one pertussis 
vaccine alone. In a further 7 children who had been 
immunized recently the paralysis did not affect the limb 
of injection. 

The author refers to the fact that an association 


between intramuscular injection with a wide range of © 


materials and the development of a flaccid paralysis of 
one limb has long been recognized, occurring more 
frequently when poliomyelitis is prevalent. The inci- 
dence of poliomyelitis amongst those inoculated and the 
fact that the recently injected limb was more particularly 
affected, so that the paralysis in those inoculated was not 
of the general pattern seen in patients of the same age- 
group not recently immunized, while affording no proof 
of association, certainly suggests that there was some 
connexion between the inoculations and the development 
of poliomyelitis. 

As an explanation of the occurrence the author favours 
the view that the paralysis had been activated and 
localized by the inoculation of persons already carrying 
the virus of poliomyelitis. This suggestion is supported 
by the fact that more cases followed the use of the 
combined reagent, which is known to cause more irrita- 
tion than the other preparations. The author feels it 
advisable during epidemic prevalence of poliomyelitis 
to discontinue the use of the combined vaccine. 

Caryl Thomas 


1205. The Relation of Prophylactic Inoculations to the 
Onset of Poliomyelitis 

B. P. McCLoskey. Lancet [Lancet] 1, 659-663, April 8, 
1950. 3 refs. 


The influence of injections of diphtheria prophylactic 
and pertussis vaccine in determining the incidence and 
site of limb paralysis during an epidemic of polio- 
myelitis in Melbourne is considered. A careful examina- 
tion of 340 cases showed that injections of combined 
vaccine and toxoid or injections of either separately 
tended to bring about paralysis of the limb which had 
been inoculated; this effect was particularly striking in 
the case of pertussis vaccine, which caused most local 
disturbance. The association was statistically significant 
and certainly could not be dismissed as a chance event. 
Paralysis was most likely to occur when inoculation had 
taken place from 5 to 30 days before the onset of the 
disease. 

Discussing possible causes of this phenomenon, the 
author favours the hypothesis of Horstman and Paul, 
who have suggested that local trauma may be reflected 
in corresponding areas of the cord in the form of central 


changes which induce the proliferation of virus at this 
particular spot. The suggestion that supplies of prophy- 
lactic might have become contaminated with virus or that 
infection could have been transmitted by means of a 
syringe is examined and rejected. From the point of 
view of public health it is considered desirable to suspend 
prophylactic inoculation during the fastigium of an 
epidemic of poliomyelitis. Jos. B. Ellison 


1206. Use of Pituitary Adrenocorticotropic Hormone 
(ACTH) in Poliomyelitis 


L. L. A. C. C. D. Cook, L. Murpny, 
and J. Stokes. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 142, 1279-1281, April 22, 1950. 
1 fig., 12 refs. 


The fact that so many instances of infection with the 
virus of poliomyelitis are not accompanied by any 
paralysis has suggested to some that in this disease 
resistance involves non-specific defence mechanisms and 
that host resistance may be more important than virulence 
in determining the outcome in any given case [granted 
that this statement has any real semantic importance]. 
For these reasons investigations were carried out to 
decide whether adrenocorticotrophic hormone (ACTH) 
given early in the course of poliomyelitis can stimulate 
effective resistance to the virus. 

In a carefully executed, controlled experiment, 
35 patients, whose condition was diagnosed by stringent 
criteria as poliomyelitis, received the hormone (dose not 
stated) while 35 others, selected at random, were given a 
placebo. Activity of the hormone was controlled by 
eosinophil counts, which clearly demonstrated that the 
desired response was in fact elicited. The result of this 
investigation proved entirely negative, statistical analysis 
showing that ACTH is without either beneficial or 
deleterious effect on the course of poliomyelitis when it is 
given after the first onset of symptoms. 

Jos. B. Ellison 


1207. Studies on the Entry and Egress of Poliomyelitic 
Infection. I. Neutrotropic Infection of the Peripheral 
Ganglia in Apparently Healthy Monkeys following 
Casual Exposure 

H. K. Faser, R. J. SILVERBERG, and L. DonG. Journal 
of Experimental Medicine [J. exp. Med.] 91, 417-424, 
April, 1950. 1 fig., 11 refs. 


The authors report morphological studies of lesions 
found in monkeys, which, although not intentionally 
infected wih poliomyelitis, had been housed within 
several feet of infected animals. The material was 
obtained from 9 “‘ new ” monkeys (housed for 1 to 3 days) 
and 17 “old”? monkeys (housed for 17 days to 10 
months). Approximately two-thirds of the animals were 
rhesus and the remainder were cynomolgus monkeys. 
Examination of serial sections of peripheral ganglia 
showed that large infiltrative lesions were frequent in the 
old group and rare in the new’ group, the Gasserian 
and superior cervical ganglia being most frequently 
affected. Neuronophagia was present in 65% of the 
** old’? monkeys but absent in the “‘ new” animals. A 
significant proportion of uninoculated contact monkeys 
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may thus acquire lesions of ganglia supplying the 
mucous membranes, although the usual signs and 
symptoms of poliomyelitis are absent. This condition 
is analogous to subclinical poliomyelitis in man. 

J. F. McCrea 


RICKETTSIAL INFECTIONS 


1208. Three Cases of an Exanthematic Fever Caused by 
Rickettsia burnetii in Oubangui-Chari (French Equatorial 
Africa). Trois cas de fi¢vre exanthématique provoquée 
par Rickettsia burneti en Oubangui-Chari (Afrique 
équatoriale francaise) 

P. L. Gac and P. Giroup. Comptes Rendus Hebdom- 
adaires des Séances de I’ Académie des Sciences [C.R. 
Acad. Sci., Paris] 230, 1711-1713, May 8, 1950. 


Guinea-pigs inoculated with blood from patients 
suffering from fever and a rash have shown enlargement 
of the spleen and congestion of the lungs; they have 
died in 12 days. Two baboons inoculated intraperi- 
toneally showed a rash, especially on the knees, abdomen, 
head, flexor aspect of the arms, and back of the legs. 
Mice could not be infected intranasally. Antigenically 
the strain is similar to known rickettsial strains 

G. M. Findlay 


1209. Chloramphenicol (“‘ Chloromycetin ’’) in the Treat- 
ment of Murine Typhus 

H. L. Ley, T. E. Woopwarpb, and J. E.SMADEL. Journal 
of the American Medical Association [J. Amer. med. Ass.]} 
143, 217-219, May 20, 1950. 2 figs., 11 refs. 


Three patients with murine typhus were given chlor- 
amphenicol orally on the 7th to 11th day of illness (in one 
case 2°5 g. initially, then 0-2 g. 2-hourly for about 
40 hours, and after that 0-3 g. 4-hourly for 44 hours) and 
the clinical result was compared with that in 4 cases given 
only supportive treatment. There were no deaths or 
complications in either group; in the treated patients all 
symptoms were absent 30 to 66 hours after treatment 
began, and in the control group the disease ran its usual 
course. 

A blood level of 40 yg. chloramphenicol per ml. was 
achieved in one case by the second day of treatment and 
declined steadily over the following 4 days. All the 
patients developed agglutinins against the X 19 strain of 
Proteus vulgaris and against murine typhus rickettsiae, 

- diagnostic levels being reached by the twentieth day. It 
is suggested that it would be better to begin treatment with 
chloramphenicol earlier in the course of the disease. 

E. A. Brown 


1210. Symptoms and Complications affecting the Nervous 
System in Exanthematous Murine Typhus. (I sintomi e 
le complicanze del sistema nervoso nel tifo esantematico 
murino) 

V. ScarFipt and S. CastorInA. Riforma Medica [Rif. 
med.} 64, 433-439, April 22, 1950. 3 figs., 20 refs. 


Over a period of 10 years, the authors studied a total of 
64 cases of murine endemic typhus seen in Sicily, all but 
2 being in hospital; 14 of the cases were seen from the 
first week of the illness. In most of the cases persistent 


headache and either a slight state of excitement or some 
dullness were the only changes which could be referred 
to the cerebrospinal system. In 8 of the cases a definite 
typhoid state was present. Delirium was rarely observed 
and was mild. Signs of meningeal irritation were very 
rare. When present, all these signs and symptoms 
rapidly disappeared with the fever. 

One patient, a young woman, showed signs of schizo- 
phrenia. An elderly woman developed a meningo- 
encephalitis on the 14th day of the disease and died 
10 days later: extensive thromboses and the lesions of 
encephalitis were found post mortem. The authors 
consider that these cases were exceptional. They empha- 
size that the classical severity of exanthematous typhus is 
due to lesions of the nervous system, which the murine 
endemic cases seen by them have not generally shown. 

They review the literature on cerebrospinal signs and 
symptoms in murine endemic typhus, and list the much 
more severe signs and symptoms seen in the classical type 
of exanthematous typhus. J. Cauchi 


BACTERIAL INFECTIONS 


1211. Labial Diphtheria. Report on 46 Cases among 
British Prisoners of War in the Far East 

G.S. British Medical Journal (Brit. med. J.} 1, 
818-819, April 8, 1950. 13 refs. 


The author describes a group of 46 cases of labial 
diphtheria occurring among British prisoners-of-war in a 
Japanese prison camp on Singapore Island in 1942. In 
24 of these patients there was no other form of diphtheria 
apart from infection of the lips; in 15 there was an 
associated infection of the respiratory tract, and in 7 
other cutaneous manifestations were present. The 
occurrence of membrane on the lips depended on some 
predisposing lesion, such as fissuring at the angles of the 
mouth due to deficiency of riboflavin in the prison diet. 
Pure labial diphtheria seems to be unattended by any of 
the usual paralytic complications of the disease. The 
condition was effectively treated without antitoxin. The 
main risk inherent in labial diphtheria is that of spread to 
the fauces. These cases occurred during an extensive 
outbreak of diphtheria. 

[This particular form of diphtheria is certainly very 
rare and is hardly ever seen in Britain.] 

Jos. B. Ellison 


1212. Bacterial Meningitis. Results of Treatment in 
Seventeen Cases with a New Sulfonamide (“‘ Gantrisin ”’) 
P. S. Ruoaps, F. A. Svec, and J. H. Rounr. Archives of 
Internal Medicine [Arch. intern. Med. 85, 259-264, 
Feb., 1950. 2 refs. 


After their previous work (Quart. Bull. Nthwest. Univ. 
med. Sch., 1949, 23, 104) the authors studied the effects 
of “ gantrisin”’ (3 : 4- methyl - 5 - sulphanilamido-iso- 
oxazole) in cases of bacterial meningitis. 

Ten cases of meningococcal meningitis were treated 
with the drug alone, 2 cases of meningococcal meningitis 
with the drug and penicillin (30,000 units 3-hourly), 
3 cases of pneumococcal meningitis with the drug 
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TUBERCULOSIS 


and penicillin, and 2 cases of Haemophilus influenzae 
meningitis with the drug and streptomycin (0-1 g. 
intramuscularly 3-hourly). . The initial intravenous dose 
of the drug was from 2'to 6 g., with a daily maintenance 
dose of 6 g. (given 4-hourly orally or intravenously). 
The average level of the free drug in the blood was 9-5 mg. 
per 100 ml. and of the free and conjugated forms 12:5mg. 
per 100 ml. The level in cerebrospinal fluid was one- 
third to one-half the corresponding blood level. 

All 10 patients with meningococcal meningitis treated 
by the drug alone and both with meningococcal meningitis 
treated by the drug and penicillin recovered without 
complications due to disease or treatment. One of the 
3 patients with pneumococcal meningitis treated with the 
drug and penicillin died of pneumococcal endocarditis; 
the remaining 2 recovered as also did the 2 with H. 
influenzae meningitis treated with the drug and strepto- 
mycin. Gantrisin can be given orally, intramuscularly, 
or intravenously, alone or in combination with penicillin 
and streptomycin, without any toxic effects. 

Malcolm Woodbine 


1213. Aureomycin in Brucellosis 
E. W. Linpeck. British Medical Journal [Brit. med. J.] 
1, 985-986, April 29, 1950. 4 figs., 4 refs. 


Four cases of Brucella abortus infection, of one to 
several months’ duration, were treated successfully with 
aureomycin. The dosage was tentative, and a relapse 
occurred 4 months later in one case in which a total 
amount of only 8-2 g. was given. If a relatively large 
amount of the drug is given on the first day of treatment 
a Herxheimer type of reaction may occur. After a full 
discussion of reported results with this drug the author 
concludes that in the average case of brucellosis in 
Britain (infection with Br. abortus) a dose of 4 to 6 g. 
daily should be employed for a fortnight. In the first 
3 days of the course, however, much smaller amounts 
should be. given, for example, 0-1 g. on the first day, 
0-6 g. on the second, and 1-6 g. on the third, all in 
divided 6-hourly doses. Should a case prove resistant or 
relapse frequently, dihydrostreptomycin and aureomycin 
should be employed in combination. 

H. Stanley Banks 


1214. Aureomycin in the Treatment of Experimental and 
Clinical Infections with H. influenzae, Type B 

C. A. CHANDLER and H. L. Hopes. Pediatrics 
[Pediatrics] 5, 267-275, Feb., 1950. 6 figs., 3 refs. 


The relative ease of administration of and absence of 
toxicity of aureomycin make the publication of ‘reports 
of its effectiveness against bacterial invasion of various 
kinds a matter of intense interest. In a series of 6 cases, 
in children, of meningitis due to Haemophilus influenzae, 
Type B, full recovery was obtained with aureomycin 
therapy in all but one, the patient in this case being 
moribund on admission. Quicker results-followed the 
combined use of aureomycin and sulphadiazine than of 
aureomycin alone. An average dosage of aureomycin 
for an infant was 50 mg. intravenously and 125 mg. by 
mouth immediately, followed by a daily dosage of 100 mg. 
intravenously for 6 days, and 500 to 750 mg. orally for 
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14 days. Experimentally, the effectiveness of aureo- 


mycin against H. influenzae infection in mice was equal 


to that of streptomycin and dihydrostreptomycin. 
W. G. Wyllie 


1215. Chloramphenicol in Whooping-cough. Report on 
5 Severe Cases 


J. Macraz. Lancet [Lancet] 1, 400, March 4, 1950. 


From the Ham Hospital, Bristol, the author reports 
5 cases of severe pertussis in infancy successfully treated 
with chloramphenicol. He states that he chose these 
cases on account of the certainty of the diagnosis and the 
apparently great severity of the infection. The dosage 
was based on a minimum of 50 g. per kg. body weight 
daily but this minimum was considerably exceeded in 
view of the proved low toxicity of the drug. Each baby 
received 0-25 g. as a first dose and thereafter 0-125 g. 
6-hourly for 7 days followed by 0-125 g. 12-hourly for a 
further 7 days. It may be eventually shown that lower 
dosage is equally effective. Capsules were opened and 
the contained powder was given mixed with some black- 
currant juice in a teaspoon a few minutes before a feed 
was due. The infants so treated were nursed in isolation. 
It is claimed that in all 5 cases improvement was 
immediate and dramatic. The ages of the infants were 
from 9 to 26 weeks. 

[The author does not mention the total time during 
which the cases were kept under observation nor does 
he suggest the possibility of relapse. Though these 
observations are encouraging they by no means constitute 
an experimentum crucis. Dramatic recoveries have been 
known in babies with pertussis after treatment with a 
wide variety of alleged therapeutic agents. The most 
severe form of the disease is that which leads to convul- 
sions, fatal in over 90% of cases in the first year of life. 
When 5 cases of “pertussis eclampsia’? have been 
successfully treated with chloramphenicol (or anything - 
else) there will be stronger evidence for the curative 
properties here alleged.] Jos. B. Ellison 


1216. First Cases of Tularaemia Reported in Belgium. 
(Premiers cas de tularémie humaine en Belgique) 

P. Néuis, P. DeTRoUX, A. LAFONTAINE, and G. LEGROs. 
Bulletin de l Académie Nationale de Médecine [Bull. Acad. 
nat. Méd., Paris] 134, 260-262, March, 1950. 7 refs. 


1217. Tularemic Pericarditis: A Report of Two Cases 
Including One of Constrictive Pericarditis 

H. C. MEREDITH. Annals of Internal Medicine [Ann. 
intern. Med.] 32, 688-699, April, 1950. 3 figs., 18 refs. 
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1218. Post-tuberculous Broncho-stenosis and Bronchiec- 
tasis of the Middle Lobe 

R. C. Brock. Thorax [Thorax] 5, 5-39, March, 1950. 
25 figs., 7 refs. 


The author stresses the rarity of bronchial carcinoma in 
the right middle lobe, and the relative frequency of post- 
tuberculous bronchostenosis and bronchiectasis in the 
same site. Of 1,200 bronchial carcinomata he found only 
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8 in the middle lobe; during the same period he saw 
60 patients with tuberculous bronchostenosis and infec- 
tion of the right middle lobe. He reviews the develop- 
ment of the primary complex, and points out once again 
the peculiar vulnerability of the right middle lobe 
bronchus to pressure from lymph nodes, enlarged as a 
result of disease in both right middle and right lower 
lobes. The cardiac segment and the anterior (pectoral) 
right upper segment are also liable to be involved at the 
same time. Of the 60 patients 34 were over 40 years of 
age. The condition may present as_ bronchiectasis, 
recurrent haemoptysis, lung abscess, recurrent febrile 
attacks, general unfitness, and all forms of pneumonia; 
in fact, in any of the forms in which bronchial carcinoma 
appears. Consideration of the possibility, accurate 
location of the lesion, bronchoscopy, and radiological 
demonstration of calcified foci suffice to make the 
diagnosis. The best treatment is excision, which may be 
extremely difficult as a result of the dense fibrosis and 
calcification at the site of disease. 
Maxwell Telling 


1219. Relationships between Tuberculosis and Bronchiec- 
tasis. A Study of Clinical and of Post-mortem Material 
E. M. Jones, W. M. Peck, C. E. Wooprurr, and H, S. 
WILLIs. American Review of Tuberculosis [Amer. Rev. 
Tuberc.] 61, 387-398, March, 1950. 11 figs., 19 refs. 


The authors studied 37 cases of primary tuberculosis 
with bronchial obstruction in children between the ages of 
2 and 12 years. “ Lipiodol ’’ was instilled after a mean 
interval of 34 years from the radiological clearing of the 
pulmonary lesion, and in 34 of the children satisfactory 
bronchograms were obtained, definite bronchiectasis 
being found in 24. Twenty of the patients with bronchiec- 
tasis had shown evidence of bronchial obstruction for 
more than, and the remaining 4 for less than, one year. 
Of the 10 patients without bronchiectasis 5 had had 
bronchial obstruction for more than 12 months. 

Bronchiectasis was equally distributed between right 
and left lungs, and was confined to the antero-lateral 
branch of the upper lobe bronchus in 9 cases, the apical 
branch of the lower lobe bronchus in 4 cases, and the 
middle lobe bronchus in 4 cases. In this series the 
lingula escaped. 

Bronchoscopy in 26 children with satisfactory broncho- 
grams revealed the presence of bronchiectasis in 13 with 
and in 5 without tuberculous bronchial lesions. Of the 
8 without bronchiectasis 6 had tuberculous bronchial 
lesions and 2 had normal bronchi. 

The bronchiectasis tended to be co-extensive with 
the bronchus and cylindrical from root to periphery 
suggesting that obstruction, from disease near the root 
or from enlarged lymph nodes, was the factor responsible. 
In only one child were there residual symptoms requiring 
treatment. 

After the above investigation post-mortem material 
from 100 unselected cases of tuberculosis was studied to 
ascertain the relation between reinfection tuberculosis and 
bronchiectasis. At necropsy the lungs were removed and 
the tracheo-bronchial tree was injected under fluoroscopic 
control with 100 ml. of 40° solution of gum acacia in 


10% formalin together with 20 g. of bismuth oxychloride. 
Histological examination was made of all suspected 
areas. In 46 cases the presence of bronchiectasis was 
confirmed by bronchography, post-mortem examination, 
and histological study. The incidence varied with the 
type of lesion, being 65-3% in fibrotic and 19-4°% in 
exudative types. 

Bronchiectasis was most common after the first year 
of disease but there was no increase in incidence in 
cases of extreme chronicity. Multiple areas were 
affected, the distribution being that of the parenchymal 
lesion. The dilatations were often confined to peripheral 
areas in contrast to the lesions associated with primary 
tuberculosis. 

The causative factors in bronchiectasis of reinfection 
tuberculosis were difficult to evaluate, but those thought 
to play a part were bronchial occlusion, either long- 
continued or intermittent, fibrosis of the surrounding 
parenchymal lesion in association with bronchial disease, 
and tuberculous disease of the bronchial wall followed by 
re-epithelization. T. M. Pollock 


1220. Bronchiectasis in Primary Tuberculous Lesions 
Associated with Segmental Collapse 

J. C. Roperts and L. G. Brair. Lancet [Lancet] 1, 
386-388, March 4, 1950. 16 figs., 7 refs. 


During the war years 421 children with tuberculosis 
were treated at Harefield Hospital. There was a 
primary lung lesion in 400 cases, with collapse of a 
segment, a lobe, or a lung in 77. Bronchography was 
carried out in 37 cases, and of these bronchiectasis was 
present in 34. In addition, in 12 cases obvious bronchiec- 
tasis was demonstrable on a plain film. In the remaining 
31 cases of collapse, clinical and radiological scrutiny 
revealed no suggestion of bronchiectasis. The ana- 
tomical distribution of lesions in the two groups is 
tabulated. 

Uncomplicated collapse should produce crowding 
rather than dilatation of the bronchi unless the increased 
negative intrapleural pressure is sufficient to cause the 
latter. This aspect was investigated and the intrapleural 
pressure on each side was measured in 15 cases of 
pulmonary collapse. The pleurae were almost all free 
and there was usually no appreciable difference in 
pressure between the two sides. The authors therefore 
conclude that with non-adherent pleurae and the com- 
pensatory mechanisms present in children, the negative 
intrapleural pressure plays no significant part in the pro- 
duction of bronchiectasis. Other possible factors 
leading to bronchiectasis are discussed, such as distension 
of the bronchi by retained secretions and loss of elasticity 
and inflammation of the bronchial wall by infection. 
As expected, symptoms tend to arise when bronchiectasis 
is in the lower parts, where drainage is more difficult. 
Bronchial dilatation may, however, persist for years 
without symptoms, and in fact this was so in the majority 
of the authors’ cases. In the presence of secondary 
infection in the upper respiratory tract, affected bronchi 
in the lower lung readily become infected unless kept 
well drained. In the presence of a primary lesion with 
segmental collapse only, secondary infection is equally 
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dangerous if it penetrates beyond the obstruction. An 
acute flare-up occurs and immediate bronchoscopic 
drainage is indicated. 

The authors recommend that in bronchiectasis in 
childhood following a primary lung lesion with active 
bronchial infection or pressure by an enlarged gland, 
2 years or more should elapse after resolution before 
lobectomy is considered. At operation streptomycin 
should be given. Ronald S. McNeill 

/ 
1221. Bronchogenic Carcinoma and Pulmonary Tuber- 
culosis 
L. M. SHerts and W. HENTEL. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 61, 369-386, March, 
1950. 6 figs., 32 refs. 


The co-existence of pulmonary tuberculosis and 
bronchogenic carcinoma has been infrequently reported 
in the past. The increase in incidence of bronchial 
carcinoma, and the tendency for tuberculosis to occur in 
older age groups, together with improvement in diag- 
nostic methods, suggests that the lesions may be found 
together more frequently in the future. It is pointed 
out that either lesion may predominate in the post- 
mortem specimen so that histological material must be 
selected with care; it is probable that the two lesions 
may have existed together more often than has been 
reported. Three cases of co-existing pulmonary tuber- 
culosis and bronchial carcinoma are reported, together 
with 2 cases of carcinoma which simulated tuberculosis 
and one case of tuberculosis which resembled carcinoma. 

The difficulties associated with the diagnosis of 
the two conditions are discussed, and it is suggested that 
cough which becomes more frequent and troublesome but 
less productive may indicate carcinoma. Putrid sputum 
is said to be more common in carcinoma than in tuber- 
culosis, and pain of a deep boring type not related to 
respiration is also suggestive of carcinoma. Dyspnoea 
out of proportion to the lung signs is indicative of 
carcinoma rather than of tuberculosis. 

Tomograms may be of value in distinguishing the two 
conditions; where bronchoscopy fails to visualize the 
tumour, bronchial smears or stained paraffin sections of 
centrifuged material aspirated after bronchial lavage may 
show cancer cells. T. M. Pollock 


1222. Pneumoperitoneum with Phrenic Paralysis for 
Pulmonary Tuberculosis 

W. J. Hapees and H. G. REISER. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 61, 323-334, March, 
1950. 45 refs. 


Of 100 patients with pulmonary tuberculosis treated 
by pneumoperitoneum and phrenic paralysis 43 had 
unilateral and 57 bilateral disease, and of the latter 16 had 
a pneumothorax on the opposite, side. In 42 of the 
100 patients pneumothorax had been abandoned owing 
to extensive adhesions. Eleven patients with minimal 
lesions were observed for a period varying between 9 and 
36 months, and 38 whose disease was moderately 
advanced for 4 to 48 months; in 51 cases of far advanced 
disease the period of observation was between 4 and 
60 months. 
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Improvement was judged by general standards, and 
by the closure of cavities and the conversion of sputum. 
In 74% of patients resuits were favourable and in 26°% 
the procedure failed. Of the cases of failure 19 were 
cases of far advanced disease and none had minimal 
disease. There were 5 deaths from tuberculosis. In 
7 cases the pneumoperitoneum was abandoned because of 
abdominal discomfort; other failures were due to poor 
rise of the diaphragm, spread of disease, tuberculous 
peritonitis, fibroid disease, peritoneal effusion, lack of 
co-operation, and ineffective collapse. Cavities closed 
most often during the second and third months of treat- 
ment but sometimes not for 18 months. The size of the 
cavity and its position did not appear to affect its closure, 
but fibrotic disease and stiff-walled cavities were not 
improved. Complications were rare, the most serious 
being air embolism, but tuberculous peritonitis, sterile 
peritoneal effusions, and nausea might occur. 

It is considered that the following are indications for 
this method of treatment: failure of pneumothorax, 
extensive disease, large cavitation, bronchial disease, and 
basal disease. The procedure is contraindicated in cases 
of terminal illness and fixation of the diaphragm and 
where there is serious concomitant disease such as silicosis, 
cardiac decompensation, and severe diabetes. Any 
abdominal hernia should be repaired before treatment. 

T. M. Pollock 


1223. Experiments with B.C.G. Tuberculin. (Versuche 
mit BCG-Tuberkulin) 

J. H. MAGNusSSON, A. LITHANDER, and E. HAGBERG. 
Annales Paediatrici [Ann. paediatr., Basel] 173, 253-258, 
Oct., 1949. 3 refs. 


After successful B.C.G. vaccination tuberculin sensi- 
tivity develops and the tuberculin reaction becomes 
positive. In newborn babies this change may be delayed 
for 3 to 4 months. The results of the tests carried out 
with 1 mg. standard tuberculin in vaccinated newborn 
infants and in children 1 to 10 years of age were com- 
pared; there was a higher percentage of early positive 
reactions in the older age group. The percentage differ- 
ence was 33:2+10-0 five weeks, 30-8+8-5 eight weeks, 
and 28-0+8-6 nine to eleven weeks after vaccination. 

However, if the test was carried out with 1 mg. tuber- 
culin obtained from B.C.G. bacilli cultured for 10 to 
11 days on Sauton medium a positive reaction was 
frequently observed much earlier in either group. In 
the newborn infants (491 cases) there were 65-7+-8-1°% 
more positive reactions five weeks, 31:3+6-0% eight 
weeks, and 30-4+6-1% nine to eleven weeks after vac- 
cination. In children from 1 to 10 years of age (237 
cases) the difference was 64:3-+-10-:1% three weeks, 
34-7 +11-5% four weeks, and 27-4+-7-4% five weeks after 
vaccination. After 6 weeks figures were equal by both 
tests. In guinea-pigs results produced were similar. 
Those infected with B.C.G. tuberculin (15 mg. B.C.G. 
vaccine) showed a higher percentage of earlier positive 
reactions to B.C.G. tuberculin than to standard tuber- 
culin, but when they were infected with the same amount 
of virulent tubercle bacilli there was no difference 
between percentages. The tuberculin sensitivity after 
B.C.G. vaccination may therefore be regarded as specific. 
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The authors repeated their first experiments made in 
1945, with tuberculinderived from B.C.G. bacilli cultured 
for 2 months, that is, for the time for which bacilli used 
for the standard tuberculin are grown; 393 newborn 
babies vaccinated during the first week of life were thus 
tested. Again, positive skin reactions developed earlier 
than if tests were done with standard tuberculin. There 
were 38:3--11-:2% more positive reactions five weeks, 
27-:0+5:7% six weeks, 24-3+8-0% seven weeks, and 
32:7+7:7% nine to eleven weeks after vaccination. The 
figures were lower than in the first experiment, and no 
explanation is offered for this. 

It may be therefore assumed that in the newborn a 
specific immunity after B.C.G. vaccination exists for some 
time before the reaction to standard tuberculin becomes 
positive. 

[These findings are of practical significance as regards 
the period of segregation necessary after B.C.G. 
vaccination.] M. Dynski-Klein 


1224. Factors Influencing the Effectiveness of B.C.G. 
Vaccination. [In English] 

G. HERTZBERG. Acta Tuberculosea Scandinavica [Acta 
tuberc. scand.] 23, 338-354, 1949. 6 refs. 


The author demonstrates that the size of the local 
reaction to B.C.G. influences: (1) the frequency of 
conversion to tuberculin positivity; (2) the degree of 
cutaneous tuberculin sensitivity developing after vaccina- 
tion; (3) the duration of vaccination allergy; and 
(4) resistance to tuberculous disease after superinfection. 
The degree of tuberculin sensitivity (on examination after 
vaccination and, later on, in the vaccination-allergic 
stage) has an influence on the duration of vaccination 
allergy, but not on resistance after superinfection has 
occurred. M. Daniels 


1225. The Incidence of Acute Severe Tuberculosis in 
Children Immunized with B.C.G. and in Non-immunized 
Children. (Haufigkeit der akuten schweren Tuberkulose 
bei Kindern mit und ohne BCG-Schutzimpfung) 

K. FRANK. Acta Paediatrica [Acta paediat.] 39, 115-121, 
1950. 1 fig., 9 refs. 


1226. Clinical Investigation of the Efficacy of TB 1/698. 
(Klinische Untersuchungen iiber die Wirksamkeit des 
TB 1/698) 

W. RENNER and H. D. Bick. Deutsche Medizinische 
Wochenschrift [Dtsch. med. Wschr.] 75, 329-331, March 
10, 1950. 1 fig. 


One hundred cases of pulmonary tuberculosis of 
various types and stages were treated with p-acetyl- 
aminobenzaldehyde thiosemicarbazone (“TB I/698”’), 
daily doses not exceeding 0-25 g. for a period of from 
2 weeks to several months and total dosage being from 
1-5 to 33-5 g. In suitable cases the drug treatment was 
combined with collapse therapy. [The whole series 
therefore lacks any comparable standard of treatment.] 
Definite and rapid results were obtained in cases of 
laryngitis even where the pulmonary condition was 
deteriorating. Of the 37 cases classified as ** improved ”’, 
some patients received less than 4 g. TB I and any 


improvement here is unlikely to have been due to the 
drug. Altogether only 2 of these 37 cases appear to have 
had any definite benefit which could reasonably be 
ascribed to the drug. In both these cases a disseminated, 
miliary-like spread was appreciably influenced by doses of 
18-5 and 21 g. respectively. : 
Special attention was given to the interesting problem 
whether TB I, which is supposed to alter the ratio of the 
plasma proteins, has in itself an inhibitory effect on the 
erythrocyte sedimentation rate (E.S.R.). If so, a fall in 
the E.S.R. could not be taken as an index of improvement. 
The authors found, however, that the general changes 
in E.S.R. under TB I treatment are usually related to the 
course of the disease, as would be expected if the drug 
had no specific action on E.S.R. Similarly the develop- 
ment of a relative lymphocytosis, which also has been 
connected with the action of the drug on the haemato- 
poietic system, did not differ in the cases under review 
from that expected from the course of the disease. It 
seems from these findings that the prognostic value of 
the E.S.R. and of the differential blood count is not 
interfered with by any serological or haematological effect 
of TB I. ‘“ An unequivocal criterion of a favourable 


_ effect of the drug on the course of pulmonary tuberculosis 


could not be found.” E. G. W. Hoffstaedt 


1227. Tuberculosis and TB 1/698. Results of Treat- 
ment of Pulmonary Tuberculosis with Secondary Laryngeal 
Tuberculosis. (Tuberkulose und das Thiosemicarbazon 
Tb 1/698. Behandlungsergebnisse bei Lungen- 
tuberkulose mit sekundarer Kehlkopftuberkulose) 

F. SCHURMANN and K. L. RADENBACH. Schweizerische 
Zeitschrift fiir Tuberkulose |Schweiz. Z. Tuberk.] 7, 99- 
114, 1950. 


The German literature on the tuberculostatic sulphon- 
amides which led to the synthesis by Domagk and co- 
workers of the thiosemicarbazones is discussed. One 
of the latter, TB 1/698 proved to be as bacteriostatic 
in vitro for Mycobacterium tuberculosis as streptomycin or 
p-aminosalicylic acid. In experimental tuberculosis this 
compound is reputed to be more effective than p-amino- 
salicylic acid and as effective as streptomycin. The 
reports on clinical trials are fairly optimistic. The action 
of the drug is, unlike that of sulphonamides, unaffected 
by p-aminobenzoic acid or other substances. Nothing 
is known of the mode of action, absorption, blood and 
tissue levels, or excretion of the substance. No drug 
resistance is believed to appear with TB 1/698. The 
preparation is given by mouth in doses of 0-1 to 0:2 g. 
per day. Itcan be obtained as a fine powder for insuffla- 
tion or inhalation and in oily, watery, or glycerin suspen- 
sion for intramuscular or intracavitary injections. 
Toxic effects, which are said to be insignificant with the 
dosage recommended, should be transient and reversible. 
No final agreement on the length of treatment seems yet 
possible, but long continuous medication is advocated, 
Clinical reports of its use in various forms of extra- 
pulmonary tuberculosis, such as enteritis and laryngitis, 
are favourable. 

The authors themselves treated 33 cases of advanced 
pulmonary tuberculosis with laryngitis for several 
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months. Particularly good results are claimed in laryn- 
gitis. The pulmonary disease was also favourably 
influenced in a number of cases. Seven cases followed up 
for from 4 to 13 months did not relapse. [This is a 
rather optimistic paper, and the toxicity is rather 
minimized.] E. Nassau 


1228. The Treatment of Open Pulmonary Tuberculosis 
with TB I by Inhalation. (TB I—Inhalations-Behandlung 
bei offener Lungentuberkulose) 

H. ScHOLTzE and W. Riep. Tuberkulosearzt [Tuberkulo- 
searzt] 4, 138-145, March, 1950. 6 figs. 


Impressed by the gratifying results of “‘ TB I”’ [thio- 
semicarbazone] therapy in cases of laryngeal and intestinal 
tuberculosis, in which the drug comes in direct contact 
with the lesion, the authors attempted to influence 
pulmonary and endobronchial tuberculosis by applying 
the drug “ locally’, that is, by inhalation. Investiga- 
tions on the development of pneumoconiosis indicate 
that 2 yz is the optimal size for dust particles to reach the 
alveoli. A method of preparing a suitable “ dust ”’ 
from dry, crystallized TB I, and a rather complicated 
inhaler fitted with a compressor and an electric heater 
are described. The authors are convinced that they have 
discovered a practical way for making the pulverized 
drug reach the respiratory surface. Evidence for this 
is the recovery of sputum intimately mixed with TB I dust 
after the inhalation. At the same time a certain amount 
of the drug is absorbed, and this treatment had a 
favourable effect on secondary lesions, for example, a 
large tuberculoma of the ovary. Shrinking of cavities 
and even sputum conversion are stated to occur and 
patients, too ill for collapse therapy, have been rendered 
fit for active treatment. In the 4 cases reported in detail 
the inhalation of thiosemicarbazone was combined with 
oral treatment, sometimes in combination with either 
p-aminosalicylic acid or streptomycin. 

[It is difficult to assess the beneficial effect of bringing 
TB I dust in direct contact with the diseased lung 
parenchyma while an unknown amount of the inhaled 
drug is being absorbed from the upper respiratory tract 
and simultaneously the same drug is given systemically, 
often together with other drugs.] E.G. W. Hoffstaedt 


1229. The Therapeutic Effect on Experimental Tuber- 
culosis in Guinea Pigs of 4-Acetyl-amino-benzaldehyde 
Thiosemicarbazone (TB I) Alone and in Combination with 
Streptomycin 

A. G. Karson, J. H. GAINeR, and W. H. FELDMAN. 
Proceedings of the Staff Meetings of the Mayo Clinic 
_ Mayo Clin.] 25, 160-167, March 29, 1950. 3 figs., 

refs. 


Forty-two guinea-pigs (weighing about 800 g. each) 
were inoculated with virulent tubercle bacilli. On the 
29th day local subcutaneous abscesses and enlarged 
draining lymph nodes appeared and on the 30th day 
the animals were divided into 5 groups: 10 controls, 
8 given 6 mg. streptomycin subcutaneously daily, 8 given 
the thiosemicarbazone (TB J) in diet (0-:1% for 33 days, 
then 0:2% for 27 days, equivalent to 50 mg. and 100 mg. 
per kg. body weight), 8 given 2 mg. streptomycin daily, 


and 8 two mg. streptomycin plus TB I in diet as in the 
third group. After 60 days all surviving animals were 
killed. Macroscopic lesions were markedly less evident 
in animals treated with TB I alone or in combination with 
streptomycin than in the controls. Microscopical 
regression and healing of lesions was greater than that 
achieved by 2 mg. streptomycin alone. The additive 
effect of TB I with 2 mg. streptomycin was apparently 
only slight and in the opinion of the authors not so great 
as that of para-aminosalicylic acid with streptomycin. 
J. V. Hurford 


1230. A Comparison of Combinations of Streptomycin 
with TB I (Thiosemicarbazone) and with PAS (para- 
Aminosalicylic Acid) and Two New Derivatives of PAS in 
the Treatment of Experimental Tuberculosis. (Vergleich 
der Kombinationstherapie von Streptomycin mit Tb 1 
(Thiosemicarbazon) oder PAS (Paraaminosalicylsdure) 
sowie zwei neuen PAS-Derivaten bei der experimentellen 
Tuberkulose) 

S. MOESCHLIN and B. DemirRAL. Schweizerische Medi- 
zinische Wochenschrift [Schweiz. med. Wschr.] 80, 
373-374, April 15, 1950. 1 fig., 25 refs. 


The authors studied the effect of several substances, 
alone or in combination, on experimental tuberculosis 
in guinea-pigs. The daily dose of streptomycin was 
28 mg. per kg. body weight, of p-aminosalicylic acid 
(PAS) 800 mg. per kg., and of thiosemicarbazone 
(TB I) 4 mg. per kg. Twenty animals were used in each 
treatment group and treatment began 14 to 21 days after 
infection and lasted for 80 days. The severity of the 
disease was recorded by means of a simple numerical 
system. Animals treated with streptomycin and PAS 
combined showed the least signs of disease but the 
difference from those receiving streptomycin alone was 
slight. TB I alone was less effective than PAS alone and 
TB I and streptomycin together appeared to have no 
additive effect. J. R. Bignall 


1231. Bacteriostatic Action in vitro of para-Amino- 
salicylic acid (PAS) on Mycobacterium tuberculosis 
(Accion bacteriostatica in vitro del acido para-amino- 
salicilico (PAS) sobre el Mycobacterium tuberculosis) 
A. CETRANGOLO and M. C. PiLHeu. Medicina (Bogota) 
[Medicina, Bogota] 10, 95-100, April, 1950. 18 refs. 


The sensitivity of seventy-six strains of acid-fast bacilli 
to para-aminosalicylic acid (PAS) in vitro was tested: 
69 were human strains of Mycobacterium tuberculosis, 
3 were avian, 1 bovine, and 3 were saprophytic acid-fast 
bacilli. The three strains of avian origin and the three 
saprophytes developed in the presence of 4 mg. per 
100 ml. of medium. One bovine strain, 42 human 
strains from patients who had never received PAS, and 
20 from tuberculous patients who had received from 20 
to 800 g. of PAS grew in the presence of 0-02 to 
0-0002 mg. per 100 ml. of medium. Seven human strains 
isolated from patients who had received from 1,080 to 
3,000 g. of PAS had developed some resistance: 2 strains 
developed in the presence of 0-2 mg. per 100 ml. of 
medium, | strain in the presence of 2 mg. per 100 ml., and 
4 in the presence of 4 mg. per 100 ml. G. M. Findlay 
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1232. para-Aminusalicylic Acid in Tuberculosis. Clinical 
and Pharmacological Aspects 

D. G MapiGcan, L. L. Grirritus, M. J. G. LyNcn, 
R. A. Bruce, S. Kay, and G. BROWNLEE. Lancet 
[Lancet] 1, 239-245, Feb. 11, 1950. 6 figs., 37 refs. 

The pharmacological and antibacterial effects of 
para-aminosalicylic acid (PAS) were studied in a 
group of 64 tuberculous subjects, most of whom had acute 
or chronic fibro-caseous pulmonary lesions. PAS in 
6 doses totalling 30 g. daily was given alone to 53 patients, 
and in combination with “ sulphetrone ” and/or strepto- 
mycin to 11 patients. One dose of 5 g. of PAS produced 
peripheral vasodilatation, a fall in rectal temperature, and 
a rise in skin temperature within 30 to 90 minutes of 
administration, at which time the concentration of the 
drug in the blood was maximal. In afebrile patients the 
heat loss was compensated by an increase in basal meta- 
bolic rate. Clinically, the antipyretic effect became 
manifest 48 to 72 hours after starting treatment and was 
most marked in patients with high temperatures, the fall 
in temperature being unaccompanied by visible sweating. 
Concurrently, a feeling of well-being was experienced by 
both febrile and afebrile patients, and it was believed that 
the improvement was due to a specific detoxicating effect 
of the drug on the metabolic products of the tubercle 
bacillus. This theory prompted a series of animal 
experiments aimed at determining whether PAS would 
combine chemically with, or otherwise neutralize, lethal 
challenge doses of purified-protein derivative old tuber- 
culin (P.P.D.). Experimentally infected tuberculous 
guinea-pigs were injected with P.P.D. intraperitoneally 
to induce tuberculin shock. One group of animals were 
given PAS by mouth before and after injection of 
P.P.D., and another group were injected with a mixture 
of PAS and P.P.D. which had been previously incubated 
for 6 hours at 37°C. The sensitized guinea-pigs did not 
receive protection from PAS in either of the experiments 
in which it was used. 

A favourable change in the general condition of 
patients became apparent rather later in the course of 
PAS treatment, and was reflected in lowered erythro- 
cyte sedimentation rate, and in a return to normal of 
blood count and pulse rate.. The toxic effects of PAS 
were troublesome, but not serious, one-third of the 
patients suffering from nausea, vomiting, and diarrhoea. 
Three instances of drug sensitivity were encountered. 
The prothrombin time in patients on full doses of PAS 
was slightly prolonged, but the effect was not cumulative 
and could be reversed by giving synthetic vitamin K. 

The direct effect of PAS on the tubercle bacillus 
appeared after a variable period, usually at least 14 days 
after the first dose of the drug. The organisms showed 
degenerative changes morphologically, and frequently 
failed to grow on culture, even when present in large 
numbers on direct examination of specimens of sputum. 
All of 22 strains isolated before treatment were sensitive 
to 0-006 to 0-025 mg. of PAS per 100 ml. of Dubos’s 
medium, and 3 of 5 strains available for re-testing after 
4 months of treatment showed a 50- to 100-fold increase 
in resistance. Resistance to PAS was not acquired by 
7 strains from patients who had received a 4-month 
course of sulphetrone and PAS. G. B. Forbes 


1233. para-Aminosalicylic Acid with Streptomycin in 
Tuberculosis 

W. ANDERSON, M. G. W. JANSEN, and C. A. Wicks. 
Canadian Medical Association Journal (Canad. med. Ass. 
J.) 62, 231-235, March, 1950. 11 refs. 


In this study, 34 patients with pulmonary tuberculosis 
(a number with chronic fibro-caseous pulmonary tuber- 
culosis) were given 10 g. p-aminosalicylic acid (PAS) and 
1 g. streptomycin daily. The clinical results were com- 
pared with those in a similar number of cases on sana- 
torium routine treatment and streptomycin only. The 
length of course was approximately 70 days. Another 
series of 50 patients received 10 g. PAS daily for 60 days 
in order to study possible side-effects of the drug. PAS 
was at first given in capsules each containing 0-2 g. and 
later in 10°, aqueous solution (120 g. sodium bicar- 
bonate, 200 mg. fluid extract of liquorice, made up to 
2,000 ml. with distilled water—dose 100 ml. daily). 

Patients given PAS and streptomycin together showed 
slightly greater therapeutic response than did those given 
streptomycin alone, but not significantly so. Strepto- 
mycin sensitivity was also studied, results being shown in 
the table below. 


Comparison of Resistance Appearing After (a) Strepto- 
mycin Alone; (b) Streptomycin and PAS 


(a) (b) 
Streptomycin Streptomycin 
Alone and PAS 


No. % No. % 


**Completely resistant’? (up to 
50 wg. per ml.) . 37 42 0 0 

Less marked i increase in resistance 
(up to 10 to 25 wg. per ml.) . 18 20 4 21 

No significant increase in resis- 
33 38 15 79 
Total cases ig “<a 88 100 19 100 


As side-effects of PAS mild nausea, occasional diar- 
rhoea, and mild vomiting were fairly common, but only 
in 3 out of the 50 cases was it necessary to stop the drug. 

[Criticisms may be made of the study of streptomycin 
resistance. There is a disproportion between the number 
given streptomycin alone and the small series in which 
PAS was added. Moreover, no details of clinical com- 
parability are shown.] J. V. Hurford 


1234. The Results of Combined Streptomycin and para- 
Aminosalicylic Acid Therapy in Tuberculous Meningitis 
compared with Those of Treatment with Streptomycin 
Alone. (Resultate der kombinierten Behandlung der 
Meningitis tuberculosa mit Streptomycin und Paraamino- 
salicylsiure (PAS) im Vergleich zur Behandlung mit 
Streptomycin allein) 

W. and S. MOoESCHLIN. Schweizerische Medi- 
zinische Wochenschrift [Schweiz. med. Wschr.| 80, 
365-372, April 15, 1950. 8 figs., 28 refs. 


Nine adults with tuberculous meningitis complicating 
tuberculosis of the lungs or the spine were treated with 
p-aminosalicylic acid (PAS) and streptomycin; 1 g. of 
streptomycin was given intramuscularly daily for 
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2 months and 0°5 g. daily for the next 4 months, 100 mg. 
being injected intrathecally each day for one week and 
50 mg. daily for the next 3 weeks. The intrathecal 
injections were spread out after the first month until only 
one was given in each week during the fourth month. 
PAS was administered by continuous intravenous 
infusion of a 2% solution of the sodium salt buffered to a 
pH of 7:35 and containing heparin. During the first 


month 30 to 40 g. of PAS was infused daily. If possible © 


the infusion was continued for a further 2 weeks and then 
14 g. of PAS was given orally on 5 days in each week to at 
least the end of the 3rd month. During intravenous 
infusion the PAS level in the blood reached 15 to 20 mg. 
per ml. and in the cerebrospinal fluid 3-6 to 5 mg. per ml. 
No serious toxic effects were observed. One patient 
died after 6 months. The other 8 were alive 124} months 
after starting treatment. It is considered that response to 
chemotherapy was more rapid with the combined treat- 
ment than with streptomycin alone. J. R. Bignall 


1235. Streptomycin and the Primary Lung Lesion in 
Tuberculosis in Children 

J. Lorper. Lancet [Lancet] 1, 389-392, March 4, 1950. 
3 figs., 20 refs. 


A series of 22 children was treated with streptomycin— 
5 for tuberculous meningitis, 7 for miliary tuberculosis 
and meningitis, 8 for miliary tuberculosis, and 2 for 
tracheobronchial primary tuberculosis. In all cases a 
primary complex was demonstrated radiologically and 
the tuberculin reaction was positive. Positive cultures 
from gastric contents were obtained in 12. Treatment 
was continued for a minimum of 3 months, the daily dose 
being usually 20 mg. per Ib. (44 mg. per kg.) body weight, 
given intramuscularly. The patients’ ages ranged from 
9 months to 74 years, 15 being under 2 years. Survival 
permitting, a minimum of 6 months had elapsed after the 
start of treatment at the time of reporting. Tables 
showing the details of age, sex, dosage, duration of treat- 
ment and observation, and radiological features are given. 

Symptoms attributable to the lymph-node component 
of the primary complex were present in 6 cases, and there 
was no clear evidence from the case histories that strepto- 
mycin therapy affected these symptoms at all. Radio- 
logically, there was slow improvement in the lung during 
treatment in 7 cases and the condition fluctuated in 7, 
There 
was no evidence that the natural course of the primary 
complex was affected either beneficially or adversely. 
Where positive gastric cultures were obtained initially, 
the majority were still positive 6 months after the start of 
treatment. Streptomycin resistance developed in 1 case 
after 4 months. Five children died, and necropsy showed 
the classical findings of caseous primary foci and 
regional lymph nodes. Segmental collapse and, in one 
case, tubular bronchiectasis were also present. There 
was, in fact, no difference in bacteriology or pathology 
between these and untreated cases. 

Any conclusions to be drawn from this study must be 
guarded, as only 2 cases were of uncomplicated primary 
tuberculosis, and treatment was, in fact, directed towards 
complications in the others. On the evidence, however, 


it seems unwise to treat uncomplicated primary tuber- 
culosis of the lung with streptomycin, nor is there any 
evidence that its use will prevent complications. 

Ronald S. McNeill 


1236. Chemotherapy of Tuberculosis in Children 
E. M. LINcoLn and T. W. KirMse. Pediatrics [Pediatrics] 
5, 280-295, Feb., 1950. 6 figs., 19 refs. 


The miliary and the meningeal are the two forms of 
tuberculous infection considered in this paper from the 
Bellevue Hospital, New York, as in most other surveys 
of the effects of chemotherapy upon the tubercle bacillus 
in childhood. Streptomycin stands out as the most 
effective tuberculostatic agent, but treatment is still in an 
experimental stage and the number of individual cases 
treated and observed for a long enough period for cure 
to be claimed is as yet too small to permit a standard of 
dosage and length of treatment to be laid down. 

In the series here reported, a combination of intra- 
muscular streptomycin and oral ** promizole” therapy was 
given. Of 10 children with miliary tuberculosis, 2 died, 
and of 18 with tuberculous meningitis 13 survived for 
periods ranging from 5 to 23 months. [The survival 
periods in this series are insufficient for any conclusions 
to be drawn about the value of combining promizole with 
streptomycin. In Great Britain, the occurrence of 
miliary tuberculosis together with tuberculous meningitis 
is chiefly being met by the combined use of streptomycin 
and para-aminosalicylic acid.] W. G. Wyllie 


1237. Intermittent Dosage in the Treatment of Pulmonary 
Tuberculosis with Streptomycin. A Report to the Strepto- 
mycin in Tuberculosis Committee of the Medical Research 
Council 

J. R. BIGNALL, J. W. CLEGG, J. W. Crorton, B. J. D. 
SmitH, H. D. Hott, D. A. MITCHISON, and P. ARMITAGE. 
British Medical Journal [Brit. med. J.] 1, 1224-1230, 
May 27, 1950. 3 figs., 8 refs. 


The authors attempted to determine whether resistant 
tubercle bacilli might die out during intermissions in 
streptomycin treatment, since normally in the absence of 
that drug there appears to be a minute proportion of 
resistant bacilli in any inoculum of apparently sensitive 
organisms. The fodllowing dosage schedules were 
tried: (1) 0-5 g. streptomycin 6-hourly in alternate weeks; 
(2) 0-5 g. 6-hourly in alternate months; (3) 0-25 g. 
6-hourly without intermission; (4) 1-0 g. in one dose 
daily without intermission. 

These regimens were continued for 168 days in each 
case, the lowest number of cases being 9 (in group 1), 
and the average for each group being 11-25. As in the 
first M.R.C. trial, the cases were of acute, progressive, 
bilateral phthisis, presumed recent in origin, and the 
patients were between 15 and 30 years of age. A degree 
of resistance at least 8 times that of H37 Rv was required 
for a diagnosis of insensitivity, but the cases were also 
analysed for a more material degree of resistance (at 
least 64 times that of the H37 strain). 

Results showed that resistance was not delayed or 
avoided in any group, nor did the groups differ materially 
in the proportion of insensitive cases that appeared. 
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There were tendencies for highly resistant strains to 
occur in the most ill patients, to be isolated early in such 
cases, and also to be obtained from patients who had 
responded least satisfactorily to the drug. In all cases, 
the more resistant the strain the more likely it was to 
develop early. Persistent rise in sputum positivity after 
the usual initial fall indicated the likelihood of some 
degree of resistance having appeared. These clinical 
observations are, however, tentative and based on 
admittedly small series. 

“It is concluded that 1 g. of streptomycin a day in a 
single injection, without intermission of treatment, is the 
most satisfactory way of giving the drug in pulmonary 
tuberculosis *’. J. V. Hurford 


1238. Changes in the Blood Glutathione Level in Pul- 
monary Tuberculosis with Special Reference to Strepto- 
mycin Therapy. (A vér glutathionszintjének valtozasa 
tiiddgiim6korosaknal kilénés tekintettel strepto- 
mycinkezelésre) 

J. Rapics. Orvosi Hetilap (Orv. Hetil.] 91, 289-292, 
March 4, 1950. 13 refs. 


Blood glutathione levels, determined by the colori- 
metric method of Fujita and Iwatake, in 30 patients with 
pulmonary tuberculosis were related to the extent and 
activity of the disease as well as to streptomycin treatment. 

There is generally a lower glutathione level in the blood 
of tuberculous patients than in that of normal individuals, 
The lowering of the glutathione level is proportionate 
to the anatomical extent and activity of the disease. 
Streptomycin appears to mobilize glutathione or inhibit 
the action of the supposed glutathione-oxidase enzyme. 

E. Nassau 


1239. Bed Rest, Collapse, and Streptomycin in the Treat- 
ment of Pulmonary Tuberculosis. I. Clinical and Roent- 
genologic Observations (A Preliminary Report) 

B. W. ARMSTRONG, J. P. CoLMore, and J. E. DRORBAUGH. 
Diseases of the Chest [Dis. Chest] 17, 11-32, Jan., 1950. 


This is a preliminary report on early results in 76 cases 
of pulmonary tuberculosis treated with streptomycin. 
The dose was 1 g. daily for 6 weeks in most cases. The 
cases are divided into seven. pathological types, the 
clinical, radiological, and bacteriological response being 
studied in each category [but not recorded very clearly]. 
No control groups were employed but a number of the 
clinical histories, chest films, and protocols were assessed 
by a panel of three experienced men. These specialists 
found that 71% showed radiological improvement, 83% 
definite clinical improvement, and 59% both. 

Richard D. Tonkin 


1240. The Action of Streptomycin on Tuberculous 
Cavitation. (L’action de la streptomycine sur les tuber- 
culoses cavitaires) 

—. Prerre-BourGeois, G. CANETTI, R. GENEVRIER. and 
R. Cotte. Revue de la Tuberculose |Rev. Tuberc., Paris] 
14, 15-30, 1950. 5 figs. 


Of 110 cases of pulmonary tuberculosis with cavitation, 
treated with streptomycin only, 15% alone were cured; 
in 32% the cavity diminished in size and in the rest 
it remained unchanged. [No exact details of dosage 


are given, except that each patient received a total of more 
than 30 g.] 

The cavity was most likely to resolve in patients under 
30, in those in whom the lesions were of less than 3 
months’ standing, especially when associated with 
miliary, bronchopneumonic, or diffuse nodular types of 
disease, or in those who had been given more than 60 g. 
of streptomycin. 

In the light of these results the authors concluded that, 
where the pleura is free, pneumothorax induction is still 
the first treatment of choice for cavitation. Streptomycin 
may be used alone in very acute cases especially where 
there is a giant cavity, or to reinforce collapse therapy in 
bilateral disease. Where the pleura is adherent admini- 
stration of the drug is recommended as a preliminary to 
thoracoplasty. Donough O’ Brien 


1241. Streptomycin and Tuberculosis: Clinical 
Experience. (Estreptomicina y tuberculosis. Ex- 
periencia clinica) 

M. ALBERTAL, L. L. Dosric, and J. E. Ropricug 
OutvaReEs. Farmacologia y Terapéutica [Farm. Terap.} 
11, 52-59, March-April, 1950. 


All the 115 cases on which this paper is based were of 
pulmonary tuberculosis; the patients came from various 
parts of Spain and do not constitute a_ selected 
group. The ages of the patients ranged between 17 and 
75 years, the majority being between 21 and 36 years old. 
The authors divide their cases into 8 groups: (1) with 
cavitation and fibrosis (32); (2) with haematogenous 
dissemination (23); (3) with bronchogenic extension, 
exudation with bronchopneumonia (29); (4) with the 
common infiltrative forms (11); (5) with empyema (4); 
(6) with pleurisy (4); (7) with peritonitis or poly- 
serositis (7); (8) with meningitis (5). Of the 115, 
26 died and 21 gave up the treatment before the course 
was finished. 

In group 1, 11 improved, 8 gave up the treatment, and 
6 died. By improvement is implied a better general state, 
increase in weight, and diminution in the size of the 
cavities so that collapse therapy became feasible. Of 
group 2, 9. showed complete remission, 11 improved, and 
one died? Two who received no benefit were patients 
with apical lesions, sclerosis, and emphysema. Of 
group 3, two cleared up, 11 improved, 5 abandoned 
treatment, and 8 died. Three showed no improvement 
and their lesions progressed. In group 4 there were two 
total remissions, 3 improved, 3 gave up the treatment 
before completing the course, and 3 died. Those who 
benefited had all started the treatment early; death in the 
fatal cases was due to profuse haemoptysis. The 
numbers in each of the remaining groups are too small 
for any definite conclusions to be drawn. Briefly, of the 
empyema patients two improved, one left off treatment, 
and one died; of those with pleural effusion, one 
recovered, two improved, and one derived no benefit. 
There was no instance of rapid absorption of exudate, 
whether the drug was given endopleurally alone or 
combined with intramuscular administration. In one 
patient who had the full course of 1 g. daily for 60 days 
the condition retrogressed, but a tuberculous menin- 
gitis supervened 4 months after the treatment had been 
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started. The meningitis proved fatal although strepto- 
mycin treatment was combined with p-aminosalicylic 
acid (PAS) intrathecally. 

Diabetes is no contraindication to the use of strepto- 
mycin nor does it cause any intolerance; pregnancy is no 
bar to its use. Of 5 pregnant women under treatment 
4 went to term and had a normal parturition and one was 
confined prematurely. : 

Toxic reactions were not severe and were less marked 
in the later cases when a purer product was procurable. 
Among the reactions mentioned are rise in temperature 
in 9 patients, urticaria in 3, morbilliform rash (1), haemor- 
rhagic papules (1), headache and nausea (18), vertigo (7), 
and tinnitus (2). The dosage was uniformly 1 g. daily, 
either in single or divided doses, and the course 60 days, 
but the authors think it would be more logical to calculate 
the dosage on body weight as 18 mg. per kg. In some 
cases in which no actual improvement of the lesions was 
observed after streptomycin there was amelioration of the 
general state and the local condition improved after oral 
administration of PAS. Streptomycin confers greater 
protection on those who undergo collapse therapy, 
whether the drug is given before or after operation. 

H. Harold Scott 


1242. Tuberculous Peritonitis Treated with Streptomycin 
R. H. WICHELHAUSEN and T. McP. BROWN. American 


~ Journal of Medicine (Amer. J. Med.] 8, 421-444, April, 


1950. 4 figs., bibliography. 


Results of streptomycin treatment of tuberculous peri- 
tonitis in 26 patients in various U.S. Veterans Administra- 
tion hospitals are reviewed. Ina recent report from that 
administration tuberculous peritonitis is stated to have 
occurred in 0:97% of 2,780 cases of various types of 
tuberculosis. 

Laparotomy was performed in 20 cases and peritoneo- 
scopy in 2 others; 21 had gross evidence of peritonitis. 
The length of duration before therapy did not affect the 
issue. Various dosages were used but the authors state 
that 1-0 g. a day for 42 days would suffice in most cases of 
uncomplicated tuberculous peritonitis. 

The symptoms and clinical findings are discussed in 
detail. Fever occurred in the majority and was present 
often for weeks or months, but was usually soon lowered 
by the drug; defervescence was not always accompanied 
by lowering of erythrocyte sedimentation rate. 
Abdominal pain, distension, nausea and vomiting were 
constant symptoms, usually much relieved after 1 to 
2 weeks, and completely dispersed in nearly all cases 
after a month of streptomycin treatment. Of 11 patients 
with ascites at the start of treatment 10 were free of it in 
2 to 4 weeks and the other patient in 6 weeks. 
Abdominal masses also disappeared with treatment and 
sinuses (6 cases) closed. Of 4 patients with intestinal 
obstruction only 1 required operation. Nausea and 
vomiting, and diarrhoea or constipation were still 
present in 3 out of 24 surviving cases at the end of the 
course, but in one case disappeared with cessation of the 
drug. General improvement, including weight gain, was 
usually marked. There were four “ relapses ’’, of which 
2 yielded to a further course of streptomycin. There 
were 2 deaths (these patients both had other complica- 

M—Y 


tions, pleural and pericardial in one case, generalized 
tuberculosis in the other). Of 21 cases followed up for 
2 to 29 months the peritonitis was considered arrested or 
cured in 20. In 3 patients who underwent a follow-up 
laparotomy, having had one before therapy, marked 
improvement was visible. 

Though the immediate results were so good, the 
authors stress caution in forecasting control of the 
disease. Streptomycin did not prevent development of 
fresh extraperitoneal lesions. J. V. Hurford 


1243. Streptomycin in Acute Miliary Tuberculosis. A 
Report to the Medical Research Council 
Lancet [Lancet] 1, 841-846, May 6, 1950. 2 figs., 8 refs. 


This is a report on the trial started by the Medical 
Research Council in 1947. Cases were carefully selected 
by a special panel, but controls were, in view of the usual 
poor prognosis of the condition, not considered necessary. 
In 14 of the 25 cases tubercle bacilli were recovered from 
sputum, laryngeal swab, or gastric lavage before the start 
of treatment, and in 7 from later specimens. The 
Mantoux test was positive in 19 cases tested, and in all 
except one on admission. Streptomycin was given in 
daily doses (2 g. for persons of 14 years or over, below 
that 20 mg. per Ib. (454 g.) body weight) divided into 
6-hourly doses for a period of 3 months or more. 

In October, 1949 (2 to 24 years after the start of 
treatment), 14 patients (56°%) were still alive (64% if 
3 patients who died in the first week of treatment are 
excluded). Those acutely ill on admission had a very poor 
chance of survival. 

Clearing of miliary lesions in the lungs was impressive 
(even where other complications caused death), usually 
starting in the second month. Complete clearing 
occurred in 17 out of 18 patients who survived 4 months. 
Clinical response may be early and dramatic, but fre- 
quently shows itself much more slowly. Of 22 patients 
who survived more than a week, 9 recovered without 
complications, one retained cavitating pulmonary 
lesions after the miliary disease cleared, 8 developed 
meningitis (4 died), and 4 died without meningitis. 

Four developed meningitis during treatment (the 
oldest aged 5), 2 at two weeks, | at four months, and 
1 at ten months after treatment (these last were aged 
6, 14, 15, and 32 years). Seven of these 8 patients were 
acutely ill on admission. Four patients died without 
meningitis; 2 were unaffected by treatment, and in 2 the 
condition apparently cleared but tuberculous peri- 
carditis and a recrudescence of typical miliary lesions 
respectively developed later. 

Streptomycin resistance developed in 4 out of the 
7 cases in which bacilli isolated after the first 6 weeks were 
tested; all 4 died. Some findings supported the sugges- * 
tion that in the cerebrospinal fluid the bacillus is more 
likely to remain sensitive. 

Clearing of miliary lesions in the lungs is no guide to 
prognosis; meningitis must be diagnosed early and 
watched for, especially in acute cases or where the 
temperature does not fall with treatment; probably 
treatment should be continued for 6 months in all cases 
of miliary disease. J. V. Hurford 
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1244. Chemotherapy of Experimental Primary Tuber- 
culous Meningitis in the Guinea-pig and its Histological 
Evaluation. (Die Chemotherapie der experimentellen 
primadren Meningealtuberkulose des Meerschweinchens 
und deren pathologisch-histologischer Auswertung) 

A. GRUMBACH and H. U. ZOLLINGER. Schweizerische. 
Zeitschrift fiir Tuberkulose (Schweiz. Z. Tuberk.] 7, 
65-85, 1950. 13 figs., 13 refs. 


Ninety guinea-pigs were intracerebrally infected with 
tubercle bacilli (H37 Rv). Thirty animals served as 
controls, 30 were treated with streptomycin and 30 were 
treated with streptomycin plus disulfone acetate. The 
results with the combined therapy were consistently not 
as good as those with streptomycin alone. Histo- 
logically the guinea-pigs showed, in contrast to human 
tuberculous meningitis, a relatively severe productive 
meningitis which as well as the absence of endarteritis of 
the basal arteries is claimed to be a manifestation of the 
primary type of infection.—{Authors’ summary. ] 


1245. Tuberculous Meningitis in the Light of Recent 
Clinical Experience and Laboratory Findings. (Die 
Meningitis tuberculosa im Lichte neuer klinischer 
Beobachtungen und Laboratoriumsbefunde) 

K. CHOREMIS, V. CONSTANTIDINES, S. PANTAZIS, 
B. KyYRIAKIDOS, and N. Zervos. Helvetica Paediatrica 
Acta [Helv. paediat. Acta] 5, 5-17, March, 1950. 9 refs. 


This paper is a description of cases of hilar tuberculosis 
in children, in which the authors were able to isolate 
tubercle bacilli from *the cerebrospinal fluid although 
there were no accompanying manifestations of tuber- 
culous meningitis. Between younger children up to 
3 years of age and older children aged from 5 to 12 
there was, howevér, a difference in that meningism was 
more pronounced in the latter, sometimes with a strong 
cell reaction in the cerebrospinal fluid. The same results 
were sometimes found in cases of miliary tuberculosis. 
In cases of tuberculous meningitis, even after cure, a 
positive culture of tubercle bacilli from the cerebrospinal 
fluid might still be obtained. The authors recommend 
the use of streptomycin in all cases of tuberculosis but 
suggest that in tuberculous meningitis the injections be 
given both intrathecally and intramuscularly. 

Franz Heimann 


1246. A Tuberculosis Survey in Western Samoa 
B. C. THompson. Tubercle [Tubercle, Lond.] 31, 26-32, 
Feb., 1950. 8 refs. 


The tuberculosis death rate in Western Samoa is quite 
unknown. New cases are notified at the rate of about 
200 each year, but in a high proportion of the cases which 
the author was able to check the diagnosis could not be 
substantiated. He examined records available at the 
main hospital. Of 167 cases diagnosed during the years 
1944-8 tubercle bacilli were found in the sputum or there 
was otherwise unequivocal evidence of tuberculosis in 
109. X-ray films were available in 66 of the 109, and the 
author has analysed the characteristics of the disease in 
the Samoan on the basis of these films and the history of 
the patient. Disease was far advanced in 70%, the middle 
and lower parts of the lung usually being the most heavily 


involved. Cavity formation, often multiple and some- 
times enormous, was associated with evidence of fibrosis. 
There was little evidence of gross caseation of lymph 
nodes. The radiological picture was one of extensive 


tuberculosis of long-standing, and, in fact, in nearly all ~ 


these patients there was a history of symptoms of very 
long duration. The Samoan with advanced tuberculosis 
rapidly improves while he is in hospital, but few stay in 
hospital long enough for the course of the disease to be 
studied. A follow-up revealed that many of those for 
whom records were available were dead, but the period 
of survival compares favourably with that for white 
patients in western countries. 

Surveys revealed a high incidence of tuberculin sensi- 
tivity among children (about 50% in children under 14), 
but a low degree of hypersensitivity. The author con- 
cludes that tuberculous infection in this population is 
disseminated by persons with chronic phthisis, usually 
undiagnosed, and is acquired by a large proportion of 
the population early in life; natural resistance is high. 
He points out the curious fact that on the neighbouring 
island of Fiji the native Fijians (a Melanesian race) and 
the Indians, who have bred from earlier immigrants, are 
affected quite differently by tuberculosis. Whereas in 
both these races there is approximately the same incidence 
of tuberculin sensitivity, which is not substantially differ- 
ent from that of the Samoans, the Fijian death rate from 
tuberculosis is between five and eight times that of the 
Indian. 

[This report on a subject about which there is very little 
information—namely, tuberculosis in Western Samoa— 
is well written and to the point. The author was a 
member of a team sent in December, 1948, by the 
Medical Research Council of New Zealand to survey the 
territory.] M. Daniels 


1247. Active Immunization of Tuberculous Children 
against Diphtheria. (Aktive Diphtherieschutzimpfung 
bei tuberkulésen Kindern) 

E. MarTENS. Helvetica Paediatrica Acta [Helv. paediat. 
Acta] 5, 95-98, March, 1950. 9 refs. 


After discussing the opinions of different authors for 
and against active immunization of tuberculous children 
against diphtheria, the author reports on results in 186 
cases of extrapulmonary and pulmonary tuberculosis. 
He recommends the immunization of all tuberculous 
children, for he was not able to discover any deterioration 
of the tuberculous condition afterwards. 

Franz Heimann 


1248. Re-expansion of the Artificial Pneumothorax Lung 
T. G. HEATON and W. E. OGDEN. Diseases of the Chest 
[Dis. Chest] 17, 298-303, March, 1950. 2 refs. 


At the Western Hospital Chest Clinic, Toronto, it was 


found that when artificial pneumothorax treatment 
was discontinued optionally at the end of treatment, only 
in 30 of 78 cases was complete re-expansion of the lung, 
without mediastinal shift or pleural thickening, obtained. 
It is suggested that the development of high negative 
intrapleural pressures during the period of re-expansion 
may predispose to the formation of pleural transudates 
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and of subsequent pleural thickening. For this reason 
it is recommended that refills should be discontinued 
gradually, or “‘ tapered off”, at the end of pneumo- 
thorax treatment, and not abruptly, as in the 78 cases 
mentioned above. Of a further 11 cases in which 
the ““ tapering-off ’’ method was used full expansion was 
obtained in 9 (82%). John R. Forbes 


1249. Clinical and Statistical Study of the Results of 
Treatment of 130 Cases of Pulmonary Tuberculosis with 
para-Aminosalicylic Acid. (Risultanze clinico-statistiche 
su 130 casi di tubercolosi polmonare trattati con acido 
para-aminosalicilico) 

G. CARIAGGI. Gazzetta Medica Italiana (Gazz. med. 
ital.] 109, 20-21, Jan., 1950. 


1250. The Preparation TB 1/698 in Laryngeal Tuber- 
culosis. (Das Praparat Tb 1/698 bei der Kehlkopftuber- 
kulose) 

G. Horer and F. KRroatH. Wiener Medizinische 
Wochenschrift (Wien. med. Wschr.] 100, 113-116, 
Feb. 11, 1950. 3 figs. 


1251. Streptomycin-resistant Tubercle  Bacilli. In- 
cidence in Cases Treated with Different Dosage Schedules 
W. E. Dye. American Review of Tuberculosis [Amer. 
Rev. Tuberc.] 61, 719-724, May, 1950. 4 refs. 


1252. Treatment of Tuberculosis with a Low Carbo- 
hydrate, High Protein Diet 

B. P. SANDLER. Diseases of the Chest [Dis. Chest.] 17, 
398-422, April, 1950. 12 figs., 21 refs. 


1253. Course and Prognosis in Primary Tuberculosis with 
Erythema Nodosum in Children. [In English] 

K. HOLMDAHL. Acta Tuberculosea Scandinavica [Acta 
tuberc. scand.] Suppl. 22, 1-179, 1950. 11 figs., biblio- 
graphy. 


See also Section Radiology, Abstract 961. 
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1254. Chloramphenicol in Typhoid Fever 
R. A. Goop and R. D. Mackenzie. Lancet [Lancet] 1, 
611-615, April 1, 1950. 1 fig., 6 refs. 


An assessment of the action of chloramphenicol 
(“ chloromycetin ”’) in typhoid fever was made in a group 
of 13 cases from the Crowthorne epidemic of 1949 
(Vi-phage type E,). The cases were first seen on the 
8th to 14th day of the disease; 6 were treated with 
chloramphenicol and 7 were given general hospital 
treatment only. Later, relapses in 3 of the control 
Patients were also treated with chloramphenicol. Posi- 
tive stool cultures were obtained from all cases on 
admission, and frequent cultures of stools and blood were 
made during and after treatment. The dosage of drug 
given was that recommended by Woodward et al. (Ann. 
intern. Med., 1948, 29, 131), a loading dose of 4 g. in 
the first hour being followed by 0-25 g. 2-hourly until the 


temperature was normal, and thereafter 4-hourly until 
the end of the 8-day course. The total dosage was 
19 to 22 g. 

In all treated cases the temperature fell to normal 
within 3 days; headache, toxaemia, and abdominal 
discomfort were relieved and the appetite returned. No 
haemorrhages or perforations occurred, and no toxic 
effects were observed during administration of the drug. 
Three of the 6 treated cases relapsed and 2 were given 
further chloramphenicol treatment with good results; 
no drug-resistance could be detected in the organisms 
isolated from these cases. 

A single course of treatment had no significant effect 
upon the rate at which the stools were cleared of typhoid 
bacilli, but 2 of the patients who relapsed after the first 
course were rapidly cleared by a second course. In the 
third case of relapse a chronic carrier state developed 
and excretion of Salmonella typhi in the stools continued 
throughout the second course of treatment. Relapses in 
treated cases occurred about the 35th day of the disease, 
and in controls about the 25th day. 

No variations in H, O, or Vi agglutination titres of the 
sera could be attributed to chloramphenicol treatment. 

L. G. Goodwin 


1255. Treatment of Typhoid Fever with Chloramphenicol 
A. L. K. RANKIN and A. S. GrimsLe. Lancet [Lancet] 
1, 615-618, April 1, 1950. 1 fig., 24 refs. 


Eighteen cases of typhoid fever, 10 of them from the 
Crowthorne epidemic of 1949, were treated at the South 
Middlesex Fever Hospital. Chloramphenicol (“* chloro- 
mycetin ”’) was given to 9 patients in the primary attack; 
the other 9 controls were given general hospital treatment, 
but 4 of these cases relapsed later and were treated with 
the drug. Infection was confirmed in every case by 
culture of blood or stools, and frequent samples were 
taken during and after treatment. An initial loading 
dose of 4 g. of drug was given, followed by 3 g. daily in 
divided doses until the temperature became normal; 
a lower dose was then given for a further period. 
Children under 10 years old received 4 or 4 of the adult 
dosage. Four patients who received treatment for a 
total of 8 to 9 days had positive stool cultures throughout 
the course and for some time afterwards. One died 
from advanced cardiovascular disease shortly after 
admission, and 2 later relapsed. 

Four others, who were treated for more than 18 days, 
had negative stools at the end of the course and did not 
relapse. The remaining patient received treatment for 
20 days, but relapsed after an apyrexial period of 25 days; 
she recovered after a further course of treatment. 

The average duration of fever in treated cases was 
3 days compared with 144 days in untreated controls. 
Chloramphenicol produced a sudden great improvement 
in general condition about 48 to 72 hours after the 
beginning of treatment. The authors consider that one 
elderly patient was undoubtedly saved, and 3 others 
probably saved, from death by the drug. No toxic 
effects were observed, and no alteration in sensitivity of 
the organisms to the drug was detected. Effective blood 
concentrations of 10 to 100 yg. per ml. were maintained 
throughout the course, even in 3 patients given doses at 
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12-hourly intervals when the temperature had become 
normal. The incidence of relapses was equal in the 
treated and untreated groups. 
It is emphasized that chloramphenicol treatment should 
be given for a minimum period of 18 to 20 days. 
L. G. Goodwin 


1256. Chloramphenicol in Typhoid Fever 
A. H. Et Ramu. Lancet [Lancet] 1, 618-620, April 1, 
1950. 5 figs., 5 refs. 


The results of treatment of 200 cases of typhoid fever 
with chloramphenicol (** chloromycetin *’) at the Abbassia 
Fever Hospital, Cairo, during 1949 are summarized. 
The diagnosis was confirmed by blood culture in all cases. 
A dose of 50 mg. per kg. was given daily by mouth in 
divided doses until the temperature became normal 
(in almost all cases, within 3-5 days), and then 25 mg. 
per kg. daily for a further period, usually of 14 days. 
In 7 cases the temperature remained elevated for 8 to 
27 days. The time taken for defervescence to occur did 
not depend on the duration and severity of the disease. 
Altogether, 27:5% of the cases relapsed, after a mean 
apyrexial period of 15-5 days. The relapse rates for 
cases treated during the first, second, or third weeks of 
illness, or later, were 16-7, 31-4, and 37-5% respectively, 
but the author does not consider these differences statisti- 
cally significant. However, significant differences were 
observed between groups of patients who were given their 
doses at 2, 4, or 12-hourly intervals, the relapse rates being 
39-4, 22-5, and 13-8% respectively. The administration 
of doses of 25 mg. per kg. of chloramphenicol at 12- 
hourly intervals seems to have given the best results. 

Intestinal haemorrhage occurred in 3 cases during 
treatment, and these patients recovered. Three further 
patients, who had severe bleeding before admission, 
continued to bleed and died during treatment. Per- 
foration occurred in 7 cases, and 2 of these patients died; 
encephalitis developed in 4 cases, with 1 death. Five 
patients with the haemorrhagic type of the disease 
died during administration of chloramphenicol; one 
recovered after 27 days of treatment. 

In all, 13 of the 200 patients died (6-5°%), compared 
with a death rate of 9 to 12% during the previous 10 years 
at the hospital. The author stresses the fact that the 
series included 13 cases with severe complications, which 
had been especially sent for treatment with chloram- 
phenicol. Mild toxic effects were observed in some 
patients, and included anorexia, nausea and vomiting, 
stomatitis, glossitis, rash, and mental apathy. 

L. G. Goodwin 


1257. Typhoid Fever Treated with Choramphenicol. 
Review of Sixteen Cases 

W. Epce. Lancet [Lancet] 1, 710-712, April 15, 1950. 
3 figs. 

In 1949, at the Ladywell Hospital, Salford, England, 
16 patients with typhoid fever were treated with chlor- 
amphenicol. There were 4 females and 12 males, and 
their ages ranged from 16 to 75. Before the patients 
were admitted to hospital the illness had lasted on an 
average 17 days (7 to 45 days). The average amount of 
chloramphenicol administered was 28 g. (11 to 47 g.). 


The drug was given usually every 8 hours and the duration 
of treatment was on an average 9-5 days (4 to 20 days), 
The temperature in each case was brought to normal at the 
latest by the sixth day. There were 5 relapses but all the 
patients recovered. Since, however, there were relapses 
and in 8 patients bacilli persisted in the faeces, it was 
thought that chloramphenicol had no effect on the 
elimination of typhoid bacilli from the faeces. To clear 
the faeces of typhoid bacilli, penicillin and sulphadimidine 
were given by mouth, and after this treatment the faeces 
of all the patients so treated became free of infection. 
R. Wien 


1258. Results Obtained in the Treatment of Typhoid 
Fever with Chloramphenicol. (Resultados obtenidos con 
el tratamiento de la fiebre tifoidea por la cloromicetina) 
A. Pepro-Pons, P. FARRERAS VALENTI, and J. PEDRo- 
Botet. Medicina Clinica [Med. clin.] 14, 93-106, Feb., 
1950. 15 figs., 26 refs. 


The authors give an account of the history, chemistry, 
and pharmacology of “chloromycetin” (chloram- 
phenicol), and describe the results of chloramphenicol 
treatment in 27 cases of typhoid fever. A good response 
was obtained in all cases and blood cultures became 
negative the day after initiating treatment, although 
agglutinin titres continued to rise, falling later. Chlor- 
amphenicol adequately controlled the few relapses that 
occurred and reduced the mortality rate from 15% to 
2:5%, mostly by the prevention of encephalitis and ataxia. 
No contraindications to chloramphenicol were dis- 
covered and the patients tolerated the drug well. The 
most significant clinical sign of improvement was a fall in 
temperature, usually obtained after 2 to 4 days of treat- 
ment. The rapid clinical improvement diminished the 
danger of intestinal haemorrhage, although the inci- 
dence of perforation was not reduced. Patients with 
pleuropulmonary complications or intestinal perforation 
also required combined local and systemic therapy with 
penicillin and streptomycin. Cases resistant to chlor- 
amphenicol were found to respond to a combination of 
chloramphenicol and aureomycin, while chloramphenicol- 
resistant cholecystitis was found to respond to intravenous 
injections of hexamine combined with the chloram- 
phenicol therapy. René Méndez 


1259. A Case of Typhoid Fever in an Infant with the 
Clinical Picture of Acute Paramyeloblastic Leukaemia. 
(Ein Fall von Typhus abdominalis beim Kleinkind unter 
dem klinischen Bild einer akuten Paramyeloblasten- 
leukamie) 

F. W. Scueiwe. Zeitschrift fiir die Gesamte Innere 
Medizin [Z. ges. inn. Med.] 5, 203-204, April, 1950. 
1 fig., 15 refs. 


1260. The Treatment of Forty Cases of Typhoid Fever 
with Chloramphenicol. (Quelques remarques sur 40 cas 
de fiévre typhoide traités par la chloromycétine) 

R. MArtTIN, Y. CHABBERT, B. SUREAU, C. BARMES, 
C. Demoures, G. LE Mer, H. Mousset, —. DEMOURS- 
Scour, and J. KieNER. Concours Meédical [Concours 
méd.] 72, 646-657, March 4, 1950. 5 figs., 22 refs. 
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1261. Perforation of the Terminal Ileum in a Case of 
Typhoid Fever During Treatment with Chloramphenicol. 
(Perforazione dellileo terminale in tifoso  trattato 
con cloromicetina) 

A. VALENTINO. Gazzetta Medica Italiana (Gazz. med. 
ital.] 109, 15-18, Jan., 1950. 


1262. Choramphenicol in Treatment of FEberthella 
typhosa G Osteomyelitis. Report of a Case 

C. W. Morse and F. M. Geiser. Archives of Internal 
Medicine [Arch. intern. Med.] 85, 280-283, Feb., 1950. 
8 refs. 


PROTOZOAL INFECTIONS 


1263. Mass Prophylaxis against Sleeping Sickness in 
Sierra Leone: Final Report 

R. D. HarpinG and M. P. HUTCHINSON. Transactions 
of the Royal Society of Tropical Medicine and Hygiene 
[Trans. R. Soc. trop. Med. Hyg.) 43, 503-512, March, 
1950. 10 refs. 


The authors present their final report in a series of 
observations on mass prophylaxis against sleeping 
sickness in a population of over 12,000. The drugs 
used were either “* antrypol ’’ (suramin) in doses of 1 to 
2 g., or pentamidine isethionate, 150 to 400 mg. being 
given in a single injection. The report deals with two 
areas in Sierra Leone, in one of which the infection was 
due to an atypical strain of Trypanosoma gambiense and 
in the other to a normal strain. A detailed clinical 
examination was made of each individual in the popula- 
tion. Two thick blood-films were examined in each 
case, nodes were punctured when enlarged, and in any 
doubtful or suggestive case with enlarged nodes or a 
history of fever lumbar puncture was performed. A cell 
count of over 5 per c.mm. in the cerebrospinal fluid 
was regarded as abnormal. After one year of prophy- 
lactic treatment of a population of 2,913 with antrypol 
(mostly in 1-g. doses) there were positive blood or node 
findings in 7 cases, and abnormal cerebrospinal-fluid 
findings in 17. Among 5,633 persons given pentamidine 
isethionate there were positive blood or node findings in 
4, and abnormal cerebrospinal-fluid findings in 49. 
Among a control population of 3,455, composed chiefly 
of immigrants from surrounding areas, who had no 
prophylactic treatment, there were positive node or blood 
findings in 84 cases and abnormal cerebrospinal-fluid 
findings in 21. The authors give a further series of 
figures obtained by a colleague in the same area early in 
1949, the original prophylaxis having been undertaken 
at the end of 1945 and, in the greater part of the area, 
repeated a year later. The examination of the popula- 
tion does not appear to have been quite so thorough as in 
the authors’ own observations, but was comparable to 
that carried out before prophylaxis was instituted when 
the incidence of sleeping sickness in the whole area was 
3-5°,. This figure had fallen to 0-26% in 1949. The 
authors discuss their results and consider that the 
campaign was a success. Their opinion is that pent- 
amidine isethionate in a dosage of 175 mg. is the drug of 
choice for mass prophylaxis. William Hughes 


1264. The Transmission of the Polymorphic Trypano- 
somes 

H. FAIRBAIRN and A. T. CuLwick. Acta Tropica [Acta 
trop., Basel] 7, 19-47, 1950. 3 figs., 45 refs. 


There are many contradictions in past work on the 
transmission of polymorphic trypanosomes by the tsetse 
fly. In determining why sleeping sickness should be 
endemic in one area and epidemic in another, contact 
between man and fly is one factor but variations in 
temperature also are vital. If the pupae of Glossina 
morsitans are kept at 30° C. in an incubator containing a 
dish of water and the flies are maintained at 28° C. and 
approximately 80% relative humidity, about 17% of 
both sexes are infected and the trypanosome cycle in male 
flies is about 12 days. Raising the pupal temperature 
produces in the male fly an increase in infection rate with 
Trypanosoma rhodesiense and a decrease in the length of 
the cycle. This does not occur to the same exterit with 
females, which are less efficient transmitters than males 
at all temperatures except the highest, and at these high 
temperatures the longevity of the flies is curtailed to a 
month or less. An examination of the number of 
sleeping sickness cases diagnosed in the western morsitans 
fly belt of Tanganyika Territory shows that there is a 
significant positive regression of cases on the mean 
annual median temperature at Tabora. This result is 
mainly due to the effects of temperature on the pupae. 

G. M. Findlay 


1265. The Cattle Trypanosomiases: Some Considera- 
tions of Pathology and Immunity 

R. N. T. W. Fiennes. Annals of Tropical Medicine and 
Parasitology [Ann. trop. Med. Parasit.] 44, 42-54, April, 
1950. 23 refs. 


1266. Infantile Toxoplasmosis. Report of a Case with 
Autopsy 
M. B. Ropney, N. MITCHELL, B. REDNER, and T. RurRIN. 
Pediatrics [Pediatrics] 5, 649-663, April, 1950. 12 figs., 
23 refs. 
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1267. Alterations in the Cycle of Plasmodium gallinaceum 
following Passage through Tissue Culture. 1. Tissue 
Culture Studies 

R. M. Lewert. American Journal of Hygiene [Amer. J. 
Hyg.) 51, 155-177, March, 1950. Bibliography. 


After an introductory review of attempts by other 
workers to maintain protozoa, especially plasmodia of 
bird malaria, in tissue cultures, the author describes in 
detail his experiments to grow various tissues of normal 
chickens and, later, of chickens infected with Plasmodium 
gallinaceum. His aim was to see whether the exoerythro- 
cytic forms could be maintained through a number of 
subcultures of tissues and to see also whether the course 
of infection in chickens inoculated from the cultures 
would be altered. His methods of tissue culture (roller- 
tube, slide, and coverslip cultures) were those described 
by Gey and Gey (Amer. J. Cancer, 1936, 27, 45) and Gey 
and Bang (Bull. Johns Hopk. Hosp. 1939, 65, 393), various 
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slight modifications being also tried. Chicken pia mater 
and myocardium containing exoerythrocytic forms of 
P. gallinaceum were cultured; the former was infective 
up to 105 days with five serial subcultures, the latter for 
not longer than 34 days. Culture media derived solely 
from chicks (homologous) were better for keeping plas- 
modia alive than media to which heterologous substances 
(beef-embryo extract and human placenta serum) were 
added. Microscopical identification of the parasites in 
the cultures was difficult, living forms being rarely seen 
and stained parasites also only found occasionally. 
All birds infected from the cultures died of an exoery- 
throcytic infection and no erythrocytic forms developed, 
though in some birds a few minute unpigmented erythro- 
cytic parasites were found at the death of the birds. 
[See Abstracts of World Medicine, 1948, 3, 444; 1949, 5, 
637.] J. F. Corson 


1268. Alterations in the Cycle of Plasmodium 
gallinaceum following Passage through Tissue Culture. 
Il. The Behaviour of the Strains during Multiple Passage 
through Chicks 

_R.M. Lewert. American Journal of Hygiene [Amer. J. 
Hyg.) 51, 178-193, March, 1950. 24 refs. 


This paper records an investigation of 5 strains of 
Plasmodium gallinaceum obtained from chickens infected 
from 5 different infected tissue cultures, 4 of pia mater, 
and 1 of heart fibroblasts; intraperitoneal subinoculations 
were made from the cultures and a total of 269 birds was 
used in several passages. All infections were fatal, most 
deaths occurring from the 7th to the 12th day. No 
pigmented erythrocytic forms were seen, but in 17 birds 
minute unpigmented parasites appeared in the erythro- 
cytes about the time of death of the birds. Subinocula- 
tions were made chiefly with brain emulsion, but some 
emulsions of spleen and liver and heparinized blood were 
also used; in all cases exoerythrocytic infection resulted. 
Continued blood passages through young birds produced 
a reversion to the erythrocytic infection with pigmented 
parasites, and this also occurred after intraperitoneal 
inoculation of brain emulsion into older birds which 
survived the initial attack of exoerythrocytic forms. 

The author believes that tissue culture separates the 
exoerythrocytic forms from the erythrocytic forms, the 
merozoites of the former having a preference for tissue 
cells and killing the young chicks before erythrocytic 
forms can develop and multiply; the reverse occurs in the 
original strain passed by blood inoculations, the erythro- 
cytic infection killing the young chicks before the exo- 
erythrocytic forms can become numerous. [See Abstracts 
of World Medicine, 1948, 3, 444.] J. F. Corson 


1269. Effects of Drugs on Plasmodium gallinaceum 
Infections Produced by Decreasing Concentrations of a 
Sporozoite Inoculum 

J. GREENBERG, H. L. TREMBLEY, and G. R. COATNEY. 
American Journal of Hygiene [Amer. J. Hyg.] 51, 194-199, 
March, 1950. 1 fig., 16 refs. 


The aim of these experiments was to observe the action 
of various antimalarial drugs on the less severe infections 


of chicks resulting from inoculation of small doses of 
sporozoites of Plasmodium gallinaceum. Two experi- 
ments were made; in the first, doses of 1, 0-1, and 0-01 
“* mosquito equivalents ”’ of sporozoites were inoculated, 
while in the second, 0-01 mosquito-equivalent doses only 
were used. The results are shown in tables. In the first 
experiment quinine hydrochloride alone, pamaquin 
citrate alone, and both together, were given; in the 
second, pamaquin, pentaquine, quinacrine (mepacrine), 
chloroquine, chlorguanide (proguanil), quinine, and 
sulphadiazine alone, and in combination, were tested. 
Of the chicks 90% or more died of overwhelming exo- 
erythrocytic infection. Pamaquin was very effective 
in the infections caused by 0-01 mosquito-equivalent 
doses but failed to prevent death in any infection produced 
by 1 mosquito-equivalent dose. Pentaquine, proguanil, 
and sulphadiazine increased the survival after the 0-01 
mosquito-equivalent infections but quinine and quin- 
acrine had no effect. No infection was eradicated, 
[See Abstracts of World a 1947, 2, 571; and 
1948, 3, 220.] J. F. Corson 


1270. Studies in Human Malaria. The Life Pattern 


‘of Sporozoite-induced St. Elizabeth Strain Vivax Malaria 


G. R. Coatney, W. C. Cooper, D. S. RuuHe, M. D. 
YounGc, and R. W. BurGess. American Journal of 
Hygiene [Amer. J. Hyg.] 51, 200-215, March, 1950. 
3 figs., 33 refs. 


This is a review of studies of the St. Elizabeth strain 
of Plasmodium vivax which were made from October, 
1942, to February, 1947, and which have been published. 
The patients were 198 men (75 mental patients and 
123 prisoner volunteers), and they were infected by the 
bites of Anopheles quadrimaculatus. 

The .attacks of malaria occurred in two periods: 
(1) within 2 months after infection (135 attacks); and 
(2) 6 to 14 months after infection (294 attacks). Results 
suggested that to destroy the erythrocytic parasites 
completely and induce long latency, effective blood 
concentrations of suppressive drugs need to be present 
only in the second week afterinfection. None of the 
drugs tried prevented infection permanently, but the 
8-aminoquinolines (such as pamaquin and pentaquine) 
which have “ causally prophylactic ’’ action against other 
strains of P. vivax were not tested. These are the only 
drugs called curative; in combination with quinine they 
can prevent relapse. When doses of suppressive drugs 
sufficient to cure the blood infection were used the 
length of the following latent period was not related to 
the particular drug employed. During long-term 
latency blood smears showed no parasites, complement- 
fixation tests were negative, subinoculations of blood were 
negative, and re-inoculations with the same strain 
produced acute attacks, hence the persistence of the 
parasites during latency could not be shown; furthermore, 
there were no symptoms indicating a persisting blood 
infection. 

Of 177 late attacks 79 were primary and 94 were first 
relapses. Long-term latency was not related to the 
month or season when infection occurred. The effect 
of adequate suppressive doses was similar in early and 
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late attacks, but in the latter prompt relapses were apt to 
occur; when such treatment was given later than 1 year 
after infection, however, no further relapse occurred. 

In untreated late primary attacks parasitaemia con- 
tinued for 15 to 18 months or more after infection, but in 
late first relapses parasitaemia tended to decline in a week 
or two with occasional recurrences during the following 
months; fever, also, was more marked in late primary 
attacks than in late relapses. 

The present view of benign tertian malaria is that there 
is an underlying fixed tissue parasitization with periodic 
secondary invasions of the erythrocytes; the former 
causes no symptoms but its presence is inferred when 
relapses occur after adequate treatment of an erythrocytic 
infection; it has been diagnosed also by biopsy of the 
liver. With the St. Elizabeth strain there is an early blood 
invasion, followed by a long period without blood inva- 
sion, then repeated blood invasions for several weeks or 
months. Late activity appears chiefly in the 9th and 
10th months after infection. In untreated infections 
about 6 months of blood infection is needed to produce 
enough immunization to get a persistent subpatent 
infection. Small doses of sporozoites seem to favour the 
occurrence of delayed primary attacks. 

The spring outbreaks of benign tertian malaria in 
temperate climates are late primary attacks, hibernation 
of the parasites indicating adaptation for survival; they 
do not occur in the New-Guinea strains. This property 
necessitates delay in judging the effect of treatment, for 
blood smears taken during a season of malarial trans- 
mission may show infection acquired a year earlier. The 
authors believe that the end of an infection is not due to 
acquired immunity to erythrocytic parasites. [See 
Abstracts of World Medicine, 1948, 3, 328-9; 1949, 6, 
504-5; 1950, 7, 442-3.] J. F. Corson 


1271. Factors in Plasma Concerned in Natural Resistance 
to an Avian Malaria Parasite (Plasmodium lophurae) 

W. TRAGER and R. B. MCGHEE. Journal of Experimental 
Medicine [J. exp. Med.} 91, 365-379, April, 1950. 1 fig., 
20 refs. 


See also Section Hygiene and Public Health, Abstract 
863. 
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1272. Thoracic Amoebiasis 

A. S. Booxtess. Journal of the Royal Army Medical 
Corps [J. R. Army med. Cps.] 94, 52-60, Feb., 1950. 
6 figs., 13 refs. 


In 10 out of 26 patients suffering from hepatic 
amoebiasis there was evidence of thoracic disease. The 
author suggests that the thoracic condition was also 
due to amoebiasis, but adds that the diagnosis was “* not 
only unconfirmed but sometimes rested on slender 
evidence.” Diagnosis rested, largely, on a positive 
response to emetine with, in many cases, a negative 
response to, or relapse after, administration of sulphon- 
amides and penicillin. The thoracic lesions were present 
at the right base, and varied from case to case; they were 
pneumonic, pleural, bronchitic, or atelectatic in character. 


Lung abscess was not seen. In 5 cases the original signs 
were of thoracic disease, and the liver condition became 
apparent later. 

The clinical features in the 10 patients with thoracic 
complications are tabulated. In addition the history in 
3 cases is considered in detail: one of the patients suf- 
fered from an abscess which apparently ruptured through 
the diaphragm. The author points out that ‘* textbooks 
emphasize the relatively common lung abscess and barely 
mention these atypical (thoracic) syndromes.” 

W. H. Horner Andrews 


1273. The Complement Fixation Test for Hepatic 
Amebiasis 

K. L. Hussey and H. W. Brown. American Journal of 
Tropical Medicine [Amer. J. trop. Med.] 30, 147-157, 
March, 1950. 12 refs. 


Results are reported of complement-fixation tests with 
the sera of 275 patients suffering from intestinal and liver 
amoebiasis, as well as from other diseases, the materials 
used (antigen, complement, anti-sheep haemolysin) 
having been produced commercially in the United States. 
In the diagnostic test three 50% units of complement in 
0:2 ml. were employed, and the fixation period was 
four hours in a refrigerator. 

Of 124 cases of confirmed intestinal amoebiasis only 
3 gave positive reactions, whereas of 12 cases of hepatic 
amoebiasis 10 gave positive complement fixation. 
Complement-fixation tests were also carried out with sera 
from 49 patients with various other diseases. In the 


Majority the reaction was negative, but in a few, and in 


some non-infected persons, the reaction was positive. 
It is concluded that the complement-fixation test is of 
diagnostic value in hepatic amoebiasis but of no value in 
intestinal amoebiasis. However, it is thought that this 
specificity of the reaction is an advantage, since the 
diagnosis of the hepatic amoebiasis is not obscured by 
the intestinal infection. 


One contributor to the discussion after this paper 


_ strongly defended the value of the complement-fixation 


test in the diagnosis of intestinal amoebiasis, attributing 
the negative results obtained by Hussey and Brown to 
differences in technique and material. Thus, it was 
necessary to increase the fixation time from 4 hours to 
overnight, and to use a polyvalent antigen. 

C. A. Hoare 


1274. A Comparison of the Infection Rate and Gross 
Pathology of Amebic Infection in Normal and Antigen- 
Injected Rats 

J. C. SWARTZWELDER and G. R. MULLER. American 
Journal of Tropical Medicine [Amer. J. trop. Med.] 30, 
181-183, March, 1950. 2 refs. 


In order to test the effect of immunization upon the 
resistance to infection and the pathological changes when’ 
young rats were exposed to Entamoeba histolytica, the 
animals were injected subcutaneously on the Sth, 10th, 
and 15th days of age with increasing doses of entamoebic 
antigen, up to a total of 0-5 ml. The antigen represented 
an aqueous extract of lysed amoebae grown in culture. 
The rats were inoculated intracaecally with a canine 
strain of E. histolytica between the 5th and 7th days after 
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immunization, while litter mates were used as controls. 
The animals of both groups were killed 4 days later, when 
the caecum was examined for lesions and for the presence 
of amoebae. The results indicated that previous injec- 
tion of amoebic antigen had a definite influence in 
reducing the rate and degree of infection in rats. Thus, 
of the 90 antigen-treated and 83 control rats 37% of the 
former and only 8% of the latter did not develop amoebic 
lesions. The infection rates and average degree of 
infection were also higher in the controls than in the 
immunized animals. C. A. Hoare 


1275. Treatment of Amebiasis with Aureomycin. Report 
of Thirty-eight Cases 

J.D. HuGues. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 142, 1052-1054, April 8, 1950. 
7 refs. 


Aureomycin was given over a period of 4 to 7 days to 
38 patients who had previously been treated ineffectively 
with carbasone and diodoquin; some of them had also 
had emetine hydrochloride and chiniofon. The drug was 
given in capsules containing 0-25 g., and each patient 
received 28 capsules. Of the 38 patients 27 were regarded 
as cured as judged by the absence of symptoms and the 
disappearance of parasites from the stools two weeks after 
the cessation of treatment. Even those patients whose 
stools were still positive were much improved after 
treatment with aureomycin. The only side-effect 
observed was some degree of nausea and a burning rectal 
pain. The author admits that the criteria of cure were 
not ideal, and the optimum dosage for treatment with 
aureomycin has not yet been worked out. Nevertheless, 
he regards the use of aureomycin in amoebiasis as very 
promising. The rapid symptomatic relief may have been 
due to an effect not only on Entamoeba histolytica but also 
on the secondary invaders. R. Wien 


1276. Treatment of Amoebiasis with Aureomycin. 
(Sur quelques essais de l’amibiase par l’auréomycine) 

L. A. Borpes, M. E. FARINAUD, and L. Porte. Presse 
Médicale (Pr. méd.| 58, 198-199, Feb. 25, 1950. 


Two cases of amoebiasis are described which were 
successfully treated with aureomycin, and were resistant 
to other forms of treatment. Both patients were soldiers 
in the French Colonial Service, and were treated at the 
H6pital Grall in Indo-China. The first case had been 
treated unsuccessfully with emetine, arsenical prepara- 
tions, and conessine, and typical symptoms of the disease 
were present. Aureomycin was given in capsule form, 
5-5 g. the first day, 6 g. the second day, and 5-5 g. the 
third day, a total of 17 g. The dosage was divided into 
0-25 g. doses every 2 hours. It was intended initially to 
give 0-5 g., but this amount was not well tolerated, there 
being some gastric upset. The results were spectacular in 
that there was an improvement in the consistency and a 
diminution in the number of stools within 24 hours; 
within 2 to 3 days amoebae and blood disappeared from 
the faeces. Within a month the patient had regained 
7 kg. in body weight and the improvement was maintained 
several months later. The second patient had similarly 
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been treated with emetine, acetarsol, and conessine 
unsuccessfully. The first treatment with emetine was 
followed by a relapse within a fortnight. This patient was 
given 0-25 to 0-5 g. of aureomycin every 2 hours night and 
day up to a total of 21-5 g. During treatment there was 
nausea but no vomiting. Again treatment was very 
successful. Within 24 hours the number of stools was 
very much reduced, and within 2 to 3 days blood and 
amoebae had disappeared. In both cases the con- 
current Trichomonas infection was not eliminated. It 
was surprising, however, that in 4 other acute cases, 
briefly referred to, though aureomycin produced some 
improvement, there were relapses, and subsequent cure 
was obtained only with emetine and conessine. Two 
other cases with infection of the liver were treated; one 
of these patients received 7-5 g. during 3 days and was 
cured, but treatment failed in the other case. It is 
suggested that aureomycin may not act directly on the 
amoebae, but may have a marked action in modifying the 
intestinal flora. R. Wien 


1277. Action of Chloramphenicol (Chloromycetin) and 
other Drugs against Endamoeba histolytica in vitro and in 
Experimental Animals 

P. E. THompson, M. C. DuNN, A. BAYLES, and J. W. 
REINERTSON. American Journal of Tropical Medicine 
[Amer. J. trop. Med.) 30, 203-215, March, 1950. 1 fig., 
14 refs. 


The authors describe the results of tests of the anti- 
biotic, chloramphenicol, and some other drugs upon 
Entamoeba histolytica, two culture strains being used. 
In vitro tests were carried out by adding to 4 ml. of fluid 
medium 0-5 ml. of an aqueous solution of the drug, and 
inoculating 0-5 ml. of culture containing 150,000 amoebae 
and rice starch. Test cultures were incubated aerobically 
and anaerobically at 37-5° C. for 24 hours. The effect of 
the drug was determined by taking a 20 c.mm. sample of 
shaken culture and examining 50 ruled fields micro- 
scopically. Absence of amoebae was regarded as 
evidence of amoebicidal action, and reduction of their 
number to less than 0-1 of that in control tubes was 
considered as evidence of ** amebastasis’’. Jn vivo tests 
were carried out with experimentally infected young rats 
and with dogs suffering from amoebic colitis. The rats 
were inoculated intracaecally with 100,000 amoebae 
suspended in 0-25 ml. of 2-5%% gastric mucin and saline. 
Drugs were given with the food, and the results of treat- 
ment were assessed 7 days later on the basis of gross 
pathology and the presence of amoebae in the caecal 
contents. In the case of dogs, the drugs were admini- 
stered in gelatin capsules twice daily. The results were 
determined by microscopical examination for amoebae 
of material obtained by colonic irrigation. 

In vitro chloramphenicol proved to be amoebicidal at 
concentrations of 286 to 375 yg. per ml. and amoebistatic 
at 125 to 258 yg. per ml. in the fluid egg infusion medium, 
but in the diphasic medium higher concentrations were 
required. Its action against amoebic colitis in dogs was 
transient but in experimental infections of rats it was 
satisfactory. Penicillin was not amoebicidal in vitro, but 
it had some effect in canine amoebiasis and was highly 
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OTHER INFECTIONS 


effective in rats. There was a similar discrepancy 
between the in vitro and in vivo effects of streptomycin. 
Bacitracin and subtilin had no marked in vitro effect, and 
bacitracin did not eradicate infections in dogs. Phthalyl- 
sulphacetimide proved to be ineffective in amoebic 
infections of both rats and dogs. C. A. Hoare 


1278. Bacitracin in the Treatment of Amoebic Dysentery 
and Ulcerative Colitis 
1. GRAUPNER, J. M. SMITH, and W. S. Priest. Quarterly 
Bulletin of Northwestern University Medical School 
[Quart. Bull. Nthwest. Univ. med. Sch.] 24, 111-113, 
Summer, 1950. 1 ref. 


1279. Chloroquine in the Treatment of Amoebic Liver 
Abscess. 

C. Harinasuta. Indian Medical Gazette [Indian med. 
Gaz.] 85, 37-41, Feb., 1950. 11 figs., 4 refs. 


1280. Amoebiasis in Great Britain. With Special 
Reference to Carriers 

C. A. Hoare. British Medical Journal [Brit. med. J.] 2, 
238-241, July 29, 1950. 41 refs. 


OTHER INFECTIONS 


1281. Cryptococcosis of the Central Nervous System and 
Incidental Cryptococcic Granuloma 

L. D. STEVENSON, F. S. VoGeEL, and V. WILLIAMS. 
Archives of Pathology [Arch. Path.] 49, 321-332, March, 
1950. 7 figs., 19 refs. 


Five cases of cerebral torulosis (or cryptococcosis) are 
reported from New York, the first two of familiar types, 
the other three of a hitherto unreported quiescent form. 
(1) A woman, aged 39, had a 3 months’ history of head- 
ache and papilloedema. Death followed temporal 
decompression. Necropsy revealed meningitis, chiefly 
basal and cerebellar, with numerous yeast cells. Par- 
enchymal lesions were limited to microscopic cysts in the 
temporal cortex. (2) A man, aged 36, had a 24-year 
history of obscure neurological signs; Torula histolytica 
was found in the cerebrospinal fluid shortly before death. 
At necropsy there was hydrocephalus and granular 
thickening of basal and spinal meninges and ependyma. 
Numerous torulae were found in these lesions, and in 
arteritic lesions discovered by histological study. (3) A 
man, aged 72, died of myocardial infarction with no 
neurological signs or history. A 10-mm. cystic nodule in 
the putamen was found to have an old fibrous capsule 
and to contain numerous bodies which the authors 
confidently diagnose as somewhat degenerate torulae. 
(4) A man, aged 91, died of carcinoma of the gall-bladder ; 
he had no neurological signs, but a 6 mm. nodule was 
present in the right paracentral lobule, histologically 
similar to that in case 1. (5) A man aged 55, dying of 
myocardial infarction, had a 10 mm. nodule in the left 
frontal lobe similar to that in the previous cases, though 
the micro-organisms were in a very degenerate state. 

The importance of these last 3 cases, whose discovery 
appears to be the result of the routine examination of the 
brain at necropsy by a neuropathological unit, is con- 
siderable, because in all of the 120 or so cases of cerebral 
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torulosis so far reported in man the lesion has been 
progressive and ultimately fatal, though it is known that 
some of the rare tumour-like torula granulomata can 
persist for years. If the diagnosis in these cases is 
correct then the prognosis in cerebral torulosis may not 
be so hopeless as has generally been thought, for arrest 
in all of them appears to have been complete. 
Bernard Lennox 


1282. Simultaneous Nonfatal Systemic Histoplasmosis 
in Two Cousins 

W. E. WHEELER, V. FRIEDMAN, and S. SaAsLaw. 
American Journal of Diseases of Children [Amer. J. Dis. 
Child.| 79, 806-819, May, 1950. 8 figs., 20 refs. 


1283. Association of Sulphadiazine and Sulphamerazine 
in Treatment of South American Blastomycosis. Blood 
Levels obtained. Prophylaxis of Toxic Effects. (Asso- 
ciacdo da sulfadiazina e sulfamerazina no tratamento da 
blastomicose sul-Americana. Niveis sanguineos obtidos. 
Profilaxia dos acidentes sulfamidicos) 

C. Da Sitva Lacaz. O Hospital (Hospital, Rio de J. 
37, 689-708, May, 1950. 23 refs. 


1284. Laboratory Diagnosis of Pulmonary Mycoses 
N. F. CONANT. American Review of Tuberculosis [Amer. 
Rev. Tuberc.) 61, 690-704, May, 1950. 16 figs., 24 refs. 


1285. The Acid—Ether Concentration Test, the Rectal 
Biopsy, and the Skin Test in the Diagnosis of Manson’s 
Schistosomiasis 

F. HERNANDEZ Moraes, D. SANTIAGO STEVENSON, 
E. PEREZ SANTIAGO, J. O. GONZALEZ, and J. F. MAL- 
DONADO. Puerto Rico Journal of Public Health [Puerto 
Rico J. publ. Hith] 25, 329-334, March, 1950. 2 refs. 


1286. Analysis of Outbreaks of Erythema Nodosum in 
Paediatric Institutions. (AHanu3 y3noBaToH 
SPHTeEMbI B METCKOM 

M. V. RASKINA and N. T. KorsHuNnova. [lequatpua 
[Pediatrija] No. 1, 40-46, Jan.—Feb., 1950. 1 fig., 29 refs. 


The authors had an unusual opportunity to study and 
observe 20 children between the ages of 7 and 13, who 
were all admitted to the same hospital with erythema 
nodosum. They came in on the second to seventh day 
of their illnesses, usually still with a raised temperature. 
The aetiology and epidemiology of the disease is discussed 
in great detail. The causes are divided into 4 groups: 
(1) rheumatism, (2) tuberculosis, (3) infectious diseases, 
and (4) allergy. Its aetiological connexion with 
rheumatism is ruled out. As regards its connexion with 
tuberculosis, the following résumé is made: (1) It is 
not clear why 20 children should have had tuberculosis 
in that form. (2) During the illness there were no 
obvious changes in the lungs in any of the children who 
were already suffering from tuberculosis. (3) The non- 
tuberculous children did not develop any signs of 
tuberculosis. (4) Tuberculin tests were positive before 
the illness in 17 cases out of 20. (5) In 2 cases the 
tuberculin test was negative before, during, and 6 months 
after the disease. (6) Gastric washouts did not contain 
any tubercle bacilli. (7) Eight cases were diagnosed in 
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one day. The authors conclude there is good reason 
to suggest that erythema nosodum is an infectious disease, 
possibly due to an unknown virus. H. W. Swann 


1287. Age Distribution of Erythema Nodosum. [In 
English] 

S. L6rGrReN. Acta Medica Scandinavica [Acta med. 
scand.] 136, 241-249, 1950. 3 figs., 6 refs. 


At the Central Dispensary of Stockholm during the 
years 1942 to 1947, 1,282 patients with erythema nodosum 
were observed. There were only 211 males amongst 
them. Up to the age of 15 years males predominated, 
but after the age of 30 there were very few males. The 
peak of the age distribution curve lies between 20 and 
30 years and the curve falls rapidly after 40 years. A 
series of 110 cases from a rural district showed similar 
features. Comparison with earlier published series 
proves that the incidence in males has not changed 
materially; in females the peak of incidence has shifted 
from childhood to early adult life. Perhaps this is due to 
the decrease in tuberculosis. E. Neumark 


1288. Granulomatous Lesions in the Bone Marrow in 
Infectious Mononucleosis. A Comparison of the Changes 
in the Bone Marrow in Infectious Mononucleosis with those 
in Brucellosis, Tuberculosis, Sarcoidosis and Lymphatic 
Leukemia 

R. F. Hovpe and R. D. SuNpBERG. Blood [Blood] 5, 
209-232, March, 1950. 17 figs., bibliography. 


The authors state that “since infectious mono- 
nucleosis is almost invariably accompanied by a charac- 
teristic lymphocytic reaction as well as by a positive 
heterophile antibody test, the differential diagnosis 
offers no great difficulty.” In the course of an academic 
study of the bone-marrow picture in this disease they 
found bone-marrow changes which they suggest may be 
of value in differential diagnosis. They describe the 
blood and marrow picture in 23 cases, in 70% of which 
unequivocal evidence of involvement of the bone 
marrow was found. In 48% of the cases granulomatous 
lesions were present, which closely resembled those found 
in brucellosis, but were also not unlike the small granulo- 
matous lesions of sarcoidosis and _ tuberculosis. 
Epithelioid cells, which appeared morphologically 
identical with those seen in imprints of lymph nodes 
from infectious mononucleosis and sarcoidosis and with 
the epithelial cells seen in films of the marrow in brucel- 
losis, sarcoidosis and tuberculosis, were also found in 
48% of cases. Lymphocytosis of the marrow as well as 
of the blood was demonstrated in all cases, and the 
authors claim that the characteristic altered lymphocytes 
of infectious mononucleosis were found in marrow 
films. [It appears difficult to exclude the possibility that 
such cells may have come from an admixture of blood.] 
The lymphocytosis was less in degree than that seen in 
lymphatic leukaemia, and was never found in brucellosis, 
sarcoidosis, or tuberculosis. 

[If these findings are confirmed they are of considerable 
interest, both as an aid to diagnosis and as an additional 
factor to be taken into consideration in the aetiology 
of infectious mononucleosis.] Janet Vaughan 


RHEUMATIC FEVER 


1289. Discussion on the Management of Rheumatic Fever 
and its Early Complications. Cardiac Complications 

P. Woop. Proceedings of the Royal Society of Medicine 
[Proc. R. Soc. Med. 43, 195-199, March, 1950. 7 figs., 
7 refs. 


The author estimates that in some 50% of cases of 
rheumatic fever there is no carditis; this view is supported 
by his clinical impressions. He reviews a series of cases 
of rheumatic fever from Taplow, 72% of which were 
complicated by carditis, because of selection. The chief 
signs of carditis were: (1) Mitral systolic murmur. 
Usually early in onset, long, loud, and blowing. The late 
mitral systolic murmur would appear to be particularly 
related to organic mitral incompetence, of which the 
author recognizes two types, the first type being associated 
with left ventricular enlargement and the second with 
aneurysmal dilatation of the left auricle. (2) Carey 
Coombs murmur, a soft low-pitched short mitral diastolic 
murmur. This is best heard with a bell stethoscope with 
the patient lying on the left side and is thought to be due 
to turbulence set up by the thickened mitral leaflets. 
This murmur was heard in 58 of 75 cases at Taplow. 
(3) Aortic diastolic murmur, soft, high-pitched, and short, 
heard best with a Bowles type stethoscope and present 
in 34 of 75 cases. (4) Cardiac enlargement. Radiology 
was considered disappointing in demonstrating cardiac 
enlargement. (5) Pericarditis. The presence of friction, 
pain, or an effusion provided good evidence of carditis. 
The electrocardiogram was disappointing since only 25°/ 
of tracings were regarded as typical, a marked contrast 
with cases of tuberculous pericarditis. Various methods 
of diagnosis of pericardial effusion are discussed; the 
alteration of Q—Tc and the position of a catheter in the 
right auricle are considered the most helpful signs. 
(6) Heart failure. The development of cardiac failure 
is considered to be grave, the majority of patients dying 
in a matter of weeks. Digitalis in high dosage was the 
most valuable drug. (7) Electrocardiographic changes. 
The P-R interval was prolonged in 10%. Prolongation 
of Q-Tc was considered to be a more valuable index of 
carditis. R. H. J. Fanthorpe 


1290. The General Management of Rheumatic Fever 

E. G. L. BywaTers. Proceedings of the Royal Society of 
Medicine [Proc. R. Soc. Med.] 43, 199-206, March, 1950. 
5 figs., 16 refs. 


The author considers that the extra costs involved in 
treating children with rheumatic fever in hospital are 
justified, provided that the facilities available include 
satisfactory arrangements for the child’s psychological 
and educational development, necessitated by a stay in 
hospital of from 6 to 12 months. 

The differential diagnosis in children and adults is 
discussed. Penicillin in large doses is advocated when 
the possibility of osteomyelitis is entertained. The 
occasional occurrence of clubbing and petechiae in 
rheumatic fever is mentioned. Rest in bed, flat, is 
advocated since the total cardiac work is reduced by this 
measure. Such rest should be continued until, in most 
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RHEUMATIC FEVER 


cases, the erythrocyte sedimentation rate (uncorrected 
Westergren) returns to normal levels. The author quotes 
the occasional exception of the adolescent girl with a 
persistently raised sedimentation rate. The return of the 
Q-Te to normal is also considered useful. Salicylates 
are not thought to be a “ cure ’’’ for rheumatic fever but 
their use is advocated for the relief of pain and fever, the 
latter tending to reduce the work done by the heart. 
The occasional toxic effects are not considered sufficient 
to restrict their use. The. employment of adrenocortico- 
trophin and cortisone is discussed but no definite con- 
clusions are set out. 

The author advocates efficient after-care of these 
patients, with the co-operation of the general practi- 
tioner and the school medical officer along the lines of 
the old London County Council scheme. 

R. H. J. Fanthorpe 


1291. Oral Penicillin in the Prophylaxis of Streptococcal 
Infection and Rheumatic Relapse 

J. A. Pitt Evans. Proceedings of the Royal Society 
of Medicine [Proc. R. Soc. Med.| 43, 206-208, March, 
1950. 


A series of 155 children between the ages of 5 and 13, 
convalescing from rheumatic fever, were given prophy- 
lactic doses of penicillin (100,000 units of calcium 
penicillin in 5% glucose) by mouth three-quarters of an 
hour before breakfast at the Children’s Heart Home, 
Lancing; 145 children of similar age groups, also 
convalescent, were not given penicillin and acted as 
controls. Weekly nose and throat swabs were cultured 
and erythrocyte sedimentation rates and anti-streptolysin 
O-titres were estimated monthly. 

The duration of the streptococcal carrier state in the 
two groups was in the ratio of 4 : 1 in favour of the group 
given penicillin. There was one case of tonsillitis in the 
penicillin group and 7 cases in the control group; in 
6 of the latter the anti-streptolysin titre rose and in 5 the 
sedimentation rate was raised. There were no relapses 
of rheumatic infection in the penicillin group but four 
relapses occurred in the control group. 

The author concludes that oral administration of 
penicillin has a definite beneficial effect as a prophylactic 
against streptococcal infection and relapses of rheuma- 
tism in children convalescent from rheumatism. 

R. H. J. Fanthorpe 


1292. The Clinical Response of Rheumatic Fever and 
Acute Carditis to ACTH. Parts I and II 

B. F. MASSELL, J. E. WARREN, G. P. Sturais, B. HALL, 
and E. Craice. New England Journal of Medicine [New 
Engl. J. Med.| 242, 641-647, and 692-698, April 27 and 
May 4, 1950. 3 figs., 10 refs. 


The case histories of 10 patients with acute rheumatic 
fever treated with adrenocorticotrophin (ACTH) are 
summarized. Nine had signs of valvular involvement, 
8 had fever, 7 had joint involvement, 4 had pericarditis, 
4 had congestive heart failure, 3 had subcutaneous 
nodules, and one had chorea. The erythrocyte sedi- 
mentation rate was raised in 9. Treatment lasted for 
between 10 days and 14 weeks, generally between 5 and 
7 weeks. The initial daily dose varied between 30 mg. 
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and 50 mg. and was given in four equal intramuscular 
injections. The dose was reduced progressively to as 
little as 10 mg. daily in some cases. The response to 
treatment was very variable. Fever and joint symptoms 
and signs usually subsided within 24 hours and at the most 
within 3 to 4 days, pericardial friction sounds in from one 
to 14 days, rheumatic nodules in 45 to 50 days, congestive 
heart failure in 14 to 56 days. The sedimentation rate 
fell to normal in from 6 to 87 days. The patient with 
chorea had treatment for 10 days only. There was 
striking improvement during treatment and his symptoms 
disappeared in 30 days. Several patients with marked 
tachycardia showed pronounced slowing of the heart 
rate soon after treatment began and in 3 the auscultatory 
signs of heart disease disappeared. One of these had had 
aortic diastolic and mitral mid-diastolic murmurs of 
moderate intensity, and two others had mitral systolic 
and mid-diastolic murmurs. The action of ACTH on 
congestive heart failure is twofold. It causes a retention 
of water which exaggerates the failure, and later it 
improves myocardial function which reduces the failure. 
The retention can be counteracted by reducing the salt 
intake and by administration of mercurial diuretics. 

The premature reduction or cessation of treatment 
caused a return of symptoms and signs in several patients. 
A rise in the sedimentation rate was the most constant 
feature and a return of fever next. Pain and swelling 
reappeared in the joints of one patient and signs of peri- 
carditis in another. The symptoms subsided promptly 
with resumption of treatment or increase in the dosage, 
but in several instances the sedimentation rate fell and 
fever subsided in a few days without any further 
treatment. 

-Most patients given ACTH showed a rapid improve- 
ment in appetite and a gain in weight. Acne developed 
in 6 and striae in 2. Several had moderate anaemia, 
which disappeared with ACTH treatment. Elevation of 
the blood sugar level, glycosuria, and hypertension did 
not occur in any. One patient had severe abdominal 
cramp believed to be due to contaminating posterior 
pituitary extract in the ACTH. Later she developed 
severe mental depression, which gradually disappeared 
after treatment was stopped. 

The result of treatment is regarded as favourable in all 
but one patient. This was a 7-year-old girl who was 
extremely ill with subcutaneous nodules, severe valvular 
damage, cardiac enlargement, and congestive failure. 
Her general health remained poor, her pallor persisted, 
her enlarged liver failed to shrink completely, and she 
later developed new subcutaneous nodules, showing that 
the rheumatic fever was still active. A. C. Crooke 


1293. The Effect of Cortisone and ACTH on Rheumatic 
Fever 

C. McEwen, J. J. BuNim, J. S. BALDWIN, A. G. KUTTNER, 
S. B. AppeL, and A. J. KALTMAN. Bulletin of the New 
York Academy of Medicine [Bull. N.Y. Acad. Med.} 26, 


_ 212-228, April, 1950. 3 figs., 12 refs. 


While it is well established that cortisone and adreno- 
corticotrophic hormone (ACTH) have a striking effect 
on fever, toxaemia, subcutaneous nodules, anaemia, and 
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erythrocyte sedimentation rate in the acute phase of 
rheumatic fever, it remains uncertain how far they 
benefit carditis. With this problem particularly in 
mind, the authors studied in detail 3 cases admitted to 
Bellevue Hospital, New York. 

Fever, and joint pains where present, responded 
rapidly and uniformly to either compound; the erythro- 
cyte sedimentation rate also fell except in one case 
where it was unaffected by ACTH. The first patient, 
aged 9, was given 15 mg. of ACTH 6-hourly, administra- 
tion starting on the 9th day of illness and continuing 
with smaller doses for 44 days. On the 3rd day of treat- 
ment the pulse rate was normal and a pericardial friction 
rub first noted 3 days previously had disappeared, 
although electrocardiographic evidence of pericarditis 
persisted for a further 21 days. Three weeks after 
treatment was stopped there was no sign of rheumatic 
activity. 

The second and third patients, aged 8 and 9, were 
treated 3 and 9 months respectively after the onset of 
illness. Both had signs of congestive heart failure. One 
was given 150 mg. of cortisone daily for 5 days; treatment 
had then to be stopped because of increasing congestive 
heart failure. A subsequent course of ACTH, starting 
with 100 mg. daily and continuing with smaller doses for 
32 days, had no effect on the cardiac condition. The 
other child received 100 mg. of cortisone daily, the dose 
being gradually reduced over a period of 27 days, with no 
improvement in carditis. Later, during a _ severe 
exacerbation, 40 mg. of ACTH was given daily for 14 
days; there was improvement to a state of smouldering 
activity. 

Plasma fibrinogen, gamma globulin, and antistrepto- 
lysin-O titres in 2 cases and the amount of “ C ”’ reactive 
protein in all 3 cases fell towards normal during treatment. 
Other biochemical changes are stated to have followed 
the usual pattern observed in normal individuals and 
patients with other diseases. Apart from salt and water 
retention, which occurred in each case, the only toxic 
effect reported was the development of a “* moon facies ”’ 
and a rash on the forehead in the first patient. 

The authors consider that “* sufficient evidence has 
accumulated to warrant the hope that cortisone and 
ACTH do benefit rheumatic’ carditis, but further 
experience is required for final judgement.” 

H. McC. Giles 


1294. Ultraviolet Blood Irradiation Therapy (Knott 
Technique) in Rheumatic Fever in Children 

Vv. P. Wasson, G. P. MILEY, and P. M. DUNNING. 
Experimental Medicine and Surgery [Exp. Med. Surg.]} 
8, 15-33, Feb., 1950. 1 fig., 17 refs. 


The authors give a detailed account of the results of 
ultraviolet light irradiation of blood in the treatment of 
22 consecutive hospital cases of acute rheumatic fever 
with severe carditis, and of the results of this method in 
preventing recurrences in 107 cases of rheumatic fever 
over periods of 2 to 4 years. 

The method consists of withdrawing 1-5 ml. of blood 
per Ib. (454 g.) body weight, citrating it, irradiating it 
with ultraviolet light, and returning it to the patient. 
This is done in one operation by means of a Knott 


haemo-irradiator’’. Among the many advantages 
claimed for the technique are simplicity and complete 
absence of harmful effects. 

The results of the series are thought to indicate that this 
form of therapy can be relied upon consistently to ter- 
minate an attack of rheumatic fever in children and to 
exert a prophylactic effect against further heart damage 
and against recurrences for at least 2 to 4 years. 

Kathleen M. Lawther 


1295. Antirheumatic Activity of Ascorbic Acid in Large 
Doses. Preliminary Observations on Seven Patients with 
Rheumatic Fever 

B. F. MASSELL, J. E. WARREN, P. R. PATTERSON, and H. J. 
LeHMus. New England Journal of Medicine [New Engl. 
J. Med.) 242, 614-615, April 20, 1950. 6 refs. 


In this paper certain observations are presented which 
appear to suggest that ascorbic acid, when administered in 
daily doses of 4 g. by mouth, possessed an antirheumatic 
activity in 7 cases of rheumatic fever in adolescents 
treated by the authors. 

They suggest that the beneficial effects recorded may 
have been related to increased activity of the adrenal 
cortex [although no evidence is given for this hypothesis]. 
There was a follow-up period of from 12 days to 2 months 
in 3 of these cases in which therapy had been discontinued. 
The other 4 cases were still receiving treatment at the time 
of publication of this paper. W. S. C. Copeman 


1296. Determination of C-reactive Protein in the Blood 
as a Measure of the Activity of the Disease Process in 
Acute Rheumatic Fever 

H. C. ANDERSON and M. McCarty. American Journal 
of Medicine [Amer. J. Med.] 8, 445-455, April, 1950. 
8 figs., 15 refs. 


C-protein is a substance present in the serum of persons 
suffering from pneumococcal pneumonia, acute rheumatic 
fever, staphylococcal osteomyelitis, and bacterial endo- 
carditis. It gives a precipitation reaction with the 
somatic C polysaccharide of the pneumococcus; it is 
antigenic, and antisera may be produced against it by 
injection of purified C-protein into animals. The 
presence of C-protein may be shown by either precipita- 
tion tests with pneumococcus C polysaccharide, or 
precipitation with its specific antiserum, which gives no 
reaction with normal serum proteins. 

Cases are described which suggest that the presence of 
C-protein in the sera of cases of proved rheumatic fever 
is a useful indication of the degree of activity of the disease 
process, and may help in the differential diagnosis of 
complications. In general the concentration of C-pro- 
teins runs parallel with the erythrocyte sedimentation 
rate, but there are exceptions in both directions. 

C-protein was paradoxically absent in several cases of 
Sydenham’s chorea. C. L. Oakley 


1297. Reactivation of Rheumatic Fever by Smallpox 
Vaccination 

P. Freup, G. D. Rook, and A. BRUNHOFER. Journal of 
Pediatrics {J. Pediat.| 36, 635-640, May, 1950. 9 refs. 
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1298. Angina Pectoris and Diseases of the Heart 
and Great Vessels as Seen in the Works of Morgagni. 
(L’angine de poitrine et les affections cardio-aortiques 
dans l’ceuvre de Morgagni) 
C. Lausry and M. Mouaguin. Presse Médicale [Pr. 
méd.] 58, 1-3, Jan. 7, 1950. 


Although Morgagni’s reputation rests on his work in 
pathological anatomy he is actually the first of the great 
clinicians who gave its character to the epoch which 
preceded Pasteur. Among his clinical observations, all 
correlated with his post-mortem findings, are a number on 
cardiac affections resulting in sudden death. These are 
divided into three groups; (1) unaccompanied by 
aneurysm; (2) with aneurysm; and (3) preceded by more 
or less prolonged periods of acute cardiac pain. 

In (1) he found varied and multiple aortic lesions, 
rupture of the aorta (in one case calcification, this being 
one of the earliest documents on a point which is still 
controversial); in two others pericardial haemorrhage 
caused by coronary rupture; and, thirdly, rupture or 
fissures of the heart, with a possible reference to myo- 
cardial infarction (Letter XXVII, no. 8). He also noted 
as causes of sudden death calcifications or ossifications of 
the heart (quoting cases from three earlier writers— 
Dionisius, Garangeot, and Sénacy, pulmonary oedema, 
and coronary atheroma. 

In (2) aortic aneurysm is Morgagni’s great preoccupa- 
tion, as it was with Valsalva and Lancisi. Dissatisfied 
with the superficial aetiology generally accepted at the 
time he suggests the presence of “‘ an erosive substance in 
the blood ”’ and indicts syphilis as a probable predisposing 
cause (Letter XXVII, no. 27). His descriptions of the 
symptoms of aneurysm, dyspnoea, and the attitudes and 
appearance of the patient suffering cardiac pain are vivid 
and accurate. He distinguishes two forms of this 
condition; (a) “silent”, with no warning symptoms, 
although necropsy may reveal extensive and severe 
lesions; and (4) an “* exteriorised ’’ form, where tumours 
may be visible externally in the region to the right 
of the sternum. 

It is in group (3) that Morgagni gives his unambiguous 
description of the symptoms and causes of angina 
pectoris, which he calls first angustiae pectoris and then 
angor pectoris. Ten observations are selected to illus- 
trate this, the first five of which describe the constriction 
of the chest as ‘* angustiae pectoris *’, with more or less 
dyspnoea and involving the heart or the aorta, and even 
other organs. In the second group 2 cases are described 
as angor pectoris, but the clinical picture is not clear 
and the sense in which he uses the term is obscure. 
In the last group of 3 cases the description of the syn- 
drome, whether the term is used or not, is vivid and 
precise. (Letter XXVI, no. 31 and XXVII, no. 14.) 

On. these grounds Morgagni (1765) must be credited 
with the first account of this condition. Huchard, the 
historian of angina, tried to oust Heberden from his 


premier position by quoting Rougnon’s account, written 
5 months earlier than Heberden’s (1768) and passed over 
Morgagni because he confused dyspnoea with angina, 
but this is exactly the fault of Rougnon’s description. If 
anybody anticipated Heberden it was Morgagni, who 
presented angor pectoris as a syndrome, an attractive 
idea to modern cardiologists who consider that the pain 
may have its origin as much in problems of personality as 
in the cardiac or even thoracic regions in which it makes 
itself felt. 

It is therefore considered that Morgagni merits accep- 
tance not only for his anticipation of Heberden but as a 
pioneer in the general approach to cardiac conditions. 

F. N. L. Poynter 


1299. Babinski’s Anticipation of Electric Shock Therapy. 
(Babinsky, précurseur des méthodes de choc électrique) 
P. Cossa. Annales Médico-Psychologiques [Ann. méd.- 
psychol.| 108, 325-330, March, 1950. 


Attention is drawn to a forgotten paper of Babinski’s 
which was read to the Société de Neurologie on May 7, 
1903, but which was not included in Babinski’s works, 
published in 1934. It is the case report of a woman who, 
from the age of 35, suffered for 8 years (1895-1903) from 
recurrent melancholia, with three remissions of varying 
duration. She came to Babinski’s notice for the first 
time in March, 1901, at the beginning of her fourth and 
longest attack. Throughout the period, until her cure on 
January 4, 1903, her outward appearance was that of. 
extreme and unrelieved depression. Describing her 
symptoms, she said that she had violent pains all over her 
body and that she felt ** as if her limbs, trunk, and head 
were gripped by tight rubber bands ’’; she thought that 
she was “ being punished for her sins *’. 

All the usual remedies had been tried—opium, bella- 
donna, hydrotherapy, balneotherapy in all its forms, and 
suggestion—without effect. On January 2, 1903, 
Babinski applied to her head for a few minutes an electric 
current of sufficient strength to produce vertigo. The 
patient spontaneously declared that she felt much better 
and that the feeling of constriction in her head was much 
relieved. Two days later a further treatment was given 
with a much stronger current maintained for 4 or 5 
minutes: the patient did not speak, but moved her head 
alternately to left and right; the poles were ‘reversed 
several times in the course of the treatment. Spon- 
taneously, she told Babinski that she ‘felt quite dif- 
ferent *’ and that the sense of constriction had almost 
entirely disappeared; her face was shining and she 
thanked Babinski effusively for curing her. When 
questioned about her sensations during the treatment she 
said that she was quite unaware of her surroundings and 
that she ‘ dreamed ”’ that she was in a boat on a stormy 
sea which eventually came to land in quiet water. In 
subsequent weeks there was no relapse and her condition 
was altogether transformed. 
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In his remarks on the case, Babinski does not overlook 
the possibility of coincidence; he makes no claims but 
suggests that in view of the facility and harmlessness of 
the treatment it should be tried out in all such cases in 
order to accelerate the crisis. 

The author points out that if Babinski had been an 
alienist instead of a neurologist, or if an alienist had read 
his article in 1903 (Revue Neurologique), and pursued the 
idea, then electric shock therapy would have come into 
general use from that date. F. N. L. Poynter 


1300. The Care of the Soldier’s Family 

D. D. MaItTLAND. Journal of the Royal Army Medical 
Corps [J. R. Army med. Cps] 3, 107-125, March, 1950. 
26 refs. 


The low social status of the ordinary soldier and public 
indifference to the welfare problems presented by his 
family have in the past made the Army a community 
apart. The efforts of great military reformers and of 
voluntary helpers have done much to improve living 
conditions and have resulted in the Regimental Associa- 
tions, Widows’ Funds, Educational Endowments, and the 
Navy, Army and Air Force Institutes. 

Because of partial isolation, rendering control an easy 
matter, the authorities were able to introduce many 
of the health and welfare schemes years before they were 
applied to the civil population, so that national schemes 
have profited by the experience gained in the Army. 

As the public attitude towards the soldier has steadily 
changed so have advances been made in all these schemes. 
Before 1800 the soldier’s family was almost entirely 
ignored, but the numerous camp-followers—wives and 
children—presented the Army with a problem of disci- 
pline. In October, 1800, the first order was made 
permitting wives to go overseas with their husbands, but 
only at the rate of six women to every hundred men. 
In 1804 a general census of soldiers’ families was taken 
and in 1807 the responsibility for feeding them was for the 
first time accepted as a public charge. 

In 1792 the barrack system began to supersede the old 
practice of billeting in taverns and in 1798 both the 
Medical Department and the Chaplain’s Department 
were reorganized. In 1811 special quarters were 
allocated to “married people” in troopships and in 
November of the same year the Duke of York, a great 
reformer, ordered the establishment of a school for 
soldiers’ children in every regiment, thus anticipating the 
Education Act of 1870. 

In the years of peace which followed Waterloo public 
interest in the Army declined and no further advances 
were made until the Crimea Commission of 1852 again 
shocked the country into demanding improvements. 
At the instance of Florence Nightingale, Army hospitals 
for wives and children, with a special Maternity Depart- 
ment, were established in 1863. Sanitary inspection of 
Married Quarters began in 1873 and medical statistics, 
much fuller than any then available for the general 
population, were instituted by Edmund Parkes. By 
1880, years in advance of any national scheme, a simple 
Maternity and Child Welfare scheme was functioning. 
Nursery schools were provided as early as 1892; school 


inspections began in 1898, medical inspectién and dental 
care of pupils in 1905; school milk in 1907. In the last 
forty years all of these services have steadily improved, 
always one step ahead of the corresponding civilian 
services. The establishment of the “* welfare state ’’ has 
reintegrated the soldier’s family into the community, 
but with some loss of quality in the services it enjoyed. 
Voluntary effort, which has done so much in the past, 
must be retained and supported, not only in the Army 
but in the civilian welfare services. F. N. L. Poynter 


1301. Cranial Injuries in Prehistoric Man: With Par- 
ticular References to the Neanderthals 

C. B. Courvitte. Bulletin of the Los Angeles Neuro- 
logical Society {Bull. Los Angeles neurol. Soc.] 15, 1-21, 
March, 1950. 12 figs., 37 refs. 


Cranial injuries were not uncommon in the pre- 
historic period, and a study of the existing evidence, as 
revealed in skeletal remains, weapons, and drawings, 
reveals a number of interesting facts. Neanderthal man 
was not so stupid as he is commonly portrayed. Ata 
very early stage in his history he discovered that a lethal 
injury could be inflicted by a well directed blow to the 
head. Thus he acquired his food, thus, perhaps, he 
became the first cannibal. Violence played an important 
part in his world. As might be expected, cranial injury 
has often been found in the remains of prehistoric 
animals. Roy Moodie, a pioneer in the field of palaeo- 
pathology, has described an extensive fracture in the skull 
of a mastodon, and similar injuries have been found in 
such animals as the cave bear and the giant sloth. The 
weapons which dealt the deadly blows may still be studied, 
although the wooden shafts and handles have perished 
long ago. The earliest were fist-axes (coups de poing), 
then followed stone axes and hammers, and later bronze 
and iron weapons. In 1928 the discovery at Ehringsdorf 
of a Neanderthal skull showing a depressed fracture of 
the frontal bone focused attention on cranial injuries. 
Similar lesions were found in a number of skulls of the 
type known as Sinanthropus pekinensis, the cave-man of 
China, also in crania from Java, while the so-called 
Rhodesian skull, from the Broken Hill Mine, shows a 


- fractured wound of the squamous temporal bone which 


was probably a punctured wound rather than a primitive 
trephine opening. Cromagnon man, the follower and 
supplanter of Neanderthal man, also frequently suffered 
cranial injury. Some Cromagnon skulls have bony 
defects with healed margins, suggesting that the victim 
may have sometimes survived the injury. There is also 
evidence to show that fracture of the skull was treated by 
trephining, as certain skulls show traces of a depressed 
fracture and also bear a trephine opening. 

Among the rock pictures and cave paintings found in 
France, Spain, South Africa, and elsewhere are some 
which depict hunting scenes and combat episodes. 
Cranial injuries, in man as well as in animals, are to be 
found among them. As might be expected, in a number 
of crania of the Bronze and Iron Ages there is evi- 
dence of trauma. Cutting, rather than crushing, of the 
skull was the result of a blow from the later, sharp-edged 
weapons. 
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The paper includes twelve well-chosen illustrations, and 
a good bibliography. Douglas Guthrie 


1302. History of Circumcision 

E. A. HANnb. Journal of the Michigan State Medical 
Society [J. Mich. med. Soc.) 49, 573-574 and 578, May, 
1950. 21 refs. 


The custom of circumcision dates back to at least the 
Magdalenian period of the Palaeolithic Age. It is 
illustrated in Egyptian bas-reliefs dating from 2400 B.c. 
and a circumcised mummy of 1614 B.c. has been found. 
Originally a mark of the priesthood, circumcision later 
spread to all classes until the uncircumcised came to be 
considered unclean. Among the Arabs and Ethiopians 
it probably began as a fertility rite and was performed at 
the age of 13; in Persia it is carried out at the age of 
3 or 4 years, but many Arab tribes choose the ages of 
7, 14, 21, or 28 days. 

Circumcision is first mentioned in the Bible in the 
covenant between Abraham and Jehovah (1500-850 B.c.) 
and became a tribal mark of the early Jews, although 
Moses was uncircumcised. After the Babylonian exile 
it assumed religious significance. It is always performed 
on the eighth day by a Mohel who may or may not be a 
rabbi. The early Mohels recognized blood dyscrasias 
in families, and were careful to examine the ability of the 
child to withstand the rite and to order postponement in 
the case of premature infants. Circumcision has not 
been required for those of Jewish faith since 1892, but 
“uncircumcised ”’ is still a word of reproach among 
Jews. St. Paul’s interpretation of “ circumcision in the 
spirit ’’ was used as a justification for omitting it from 
Christian ritual. 

The practice was well known to the Aztecs and Incas, 
from whom it spread to the various Indian tribes of 
North and South America, either as a fertility rite or as 
symbolic of human sacrifice. 

As spread by the Semitic tribes circumcision consisted 
of excision of the foreskin only, but among the primitive 
tribes of Asia, Africa, America, and Australasia, it 
includes any of the various mutilating operations of the 
male and female genitalia, generally as a fertility rite. 
The particularly brutal form of subincision found 
among the Australian aborigines makes it possible to 
trace their migrations from the Burmese peninsula to 
Malaya, Sumatra, Java, New Guinea, and from Cape 
York to the Australian continent, for the same practice 
is found in many of these areas to-day. 

F. N. L. Poynter 


1303. Medical History in Medical Words 

QO. H. P. Pepper. Transactions and Studies of the 
College of Physicians of Philadelphia {Trans. Stud. Coll. 
Phys. Phila.] 18, 29-37, April, 1950. 


1304. Notes on Renaissance Artists 
Anatomy 

C. Sincer. Journal of the History of Medicine and 
Allied Sciences [J. Hist. Med.] 5, 156-162, Spring, 
1950. 


and Practical 
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1305. The Rise of the Practice of Internal Medicine as a 
Speciality 

R. Fitz. New England Journal of Medicine [New 
Engl. J. Med.| 242, 569-574, April 13, 1950. 2 figs., 
7 refs. 


1306. Some Notes on the History of Psychiatry 
H. OsmMonp. Medicine Illustrated (Med. ill.] 4, 247- 
253, May, 1950. 7 figs., 11 refs. 


1307. Leprosy Among Scandinavian Settlers in the 
Upper Mississippi Valley, 1864-1932 

W. L. WasHBURN. Bulletin of the History of Medicine 
[Bull. Hist. Med.| 24, 123-148, March-April, 1950. 
37 refs. 


1308. Tuberculosis in Ancient Usbek Medical Literature. 
(Ty6epxkyne3 B ys6eKCKOH 
mMTepaty pe) 

S. A. Atimov. Ty6epxynesa 
Tuberk. No. 1, 50-54, Jan.—Feb., 1950. 


[Probl. 


1309. Ralph Cuming and the Interscapulo-Thoracic 
Amputation in 1808 

J. J. Keevit. Journal of the Royal Naval Medical 
Service [J.R. nav. med. Sery.] 35, 63-72, April, 1950. 
38 refs. 


1310. Marie and Pierre Curie and the Discovery of 
Radium 

E. Curtt. British Journal of Radiology (Brit. J. Radiol.] 
23, 409-412, July, 1950. 


1311. Stages in the Development of the Operative 
Surgery of Prostatic Obstruction 

H. S. NEWLAND. Medical Journal of Australia [Med. J. 
Aust.] 1, 285-292, March 4, 1950. 3 refs. 


MEDICAL BIOGRAPHY 


1312. John Chapman (1821-1894). 
Physician, and Medical Reformer 
F. N. L. Poynter. Journal of the History of Medicine 
and Allied Sciences [J. Hist. Med.] 5, 1-22, Winter, 1950. 
1 fig., bibliography. 

The name of John Chapman is seldom mentioned by 
medical historians—his was not the greatness of a 


Publisher, 


_ pioneer or a discoverer—but we may learn much from the 


study of his unsuccessful struggles, and it may be said 
too that he influenced the practice of medicine by his 
views, although those views were not always acceptable 
to his colleagues. 

John Chapman had a strange and unusual career; 
indeed he was one of those fortunate persons who have 
included several careers in a single lifetime. When he 
secured a medical qualification at the age of 36 he was 
already well known as a publisher, although his sacrifice 
of profit to principle had wrought havoc with his finances, 
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and this, combined with the fact that he had a wife and 
three children to support, had driven him to seek a new 
means of securing a livelihood. His early years had been 
unsettled. 

Born in Nottingham, where his father was a grocer 
and druggist, Chapman became apprenticed to a 
watchmaker, but found this so uncongenial that he ran 
away to join his younger brother Thomas, who was 
studying medicine at Edinburgh. Instead of sending 
him home, Thomas took the extraordinary step of 
arranging that he should embark for Australia. John 
reached Adelaide, but soon he was back in London, 
where he studied medicine and practised as a “* surgeon ” 
although his main activity was centred in a book entitled 
Human Nature which he published in 1844 and at the 
same time acquired the business of the publisher to whom 
he had offered the manuscript. He now established 
connexions with numerous literary persons including 
Emerson and George Eliot, both of whom stayed at his 
house, which was a kind of private hotel conducted by 
Mrs. Chapman. There they held weekly parties fre- 
quented by Thackeray, Dickens, Carlyle, Browning and 
others. Herbert Spencer was a constant visitor. In 
1851 Chapman acquired the Westminster Review, in 


which journal he wrote articles on The Commerce of 


Literature (in which he attacked the existing position), 
on Medical Despotism, Medical Reform, Medical Educa- 
tion, on Chloroform and other Anaesthetics, on Christian 
Revivals, and on other topics. His views on medical 
reform had a marked influence in promoting the introduc- 
tion of the Medical Act of 1858, and the establishment of 
the Medical Register. By this time Chapman was well 
settled in practice in London. His contributions to 
medical politics are better known than his writings on 
medical practice. The system of ‘“ neurodynamic 
medicine ’’ which he introduced might well be dismissed 
as quackery. Nevertheless it had some vogue in its 
day and the “spinal ice-bag’’ which he so strongly 
recommended figured in the makers’ catalogue for 
many years. Having won popularity for his ice-bag, 
Chapman in 1867 also patented his india-rubber hot 
water bottle, an invention for which he surely deserves to 
be remembered. Cholera was one of the diseases which 
he claimed to cure by means of the spinal bag and he 
affirmed that cholera was not contagious, even after Koch 
had demonstrated the cholera vibrio in 1884. By this 
time Chapman had left London to practise in Paris, which 
was his home until his death in 1894. Much of our 
knowledge of Chapman is derived from the work entitled 
George Eliot and John Chapman, published in 1940 by 
Professor Gordon Haight of Yale University. In the 
present article the author deals more leniently with 
Chapman than did Haight. While Haight doubts his 
sincerity, the present author dwells upon the more 
genuine side of his nature, and shows how considerable 
his influence on medical thought must have been. 
** There was always something about him that impressed 
you,” wrote T. P. O’Connor of Chapman; and Sidney 
Race, who edited Chapman’s Diaries in 1915, states that 
“those who knew him best bear witness to his great 
kindliness, to his truthfulness, and to his tenderness 
towards suffering 


To the paper is appended a chronological list of John 
Chapman’s writings, and an excellent photograph repro- 
duced from the Westminster Review gives a good introduc- 
tion to the man himself. Douglas Guthrie 
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